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AA252326 


AI631620, 
AL037436, 
AL041238, 
AL047170, 
AL045753, 
AL047219, 
AL040839, 
AL040510, 
AL043496, 
AL045817 , 
AL041098, 
AL040294 , 
AL043845, 
AL037435, 
AL041730, 
AL04Q472, 
AL037295, 
AL046850, 
AL040332, 
AL043570, 
AL046914, 
AL046330, 
AL040128 
AL047036 
AL037335 
AL040458 
AL044125 


nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 661 of 
SEQ ID NO: 1083, b is an integer of 
15 to 6*7 5, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1083, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 614 of 
SEQ ID NO: 1084, b is an integer of 
15 to 628, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1084, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1063 of 
SEQ ID NO: 1166, b is an integer of 
15 to 1077, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
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the general formula of a-b, where a 
is any integer between 1 to 368 of 
SEQ ID NO: 12 15, b is an integer of 
15 to 382, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1215, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 811 of 
SEQ ID NO: 12 16, b is an integer of 
15 to 825, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1216, and where b is greater 
than or equal to a + 14. 


Preferably excluded from the 
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present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 503 of 
SEQ ID NO: 12 17, b is an integer of 
15 to 517, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1217, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 760 of 
SEQ ID NO: 1218, b is an integer of 
15 to 774, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 12 18, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
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AI022242, AW410996, AI800815, AI814040, 
AW264268, AA191425, W72080, W94651, AW015105, 
AA443454, AA443318, AW410985, AI597605, 
AW273210, AW250450, AW411145, AI190182, 
AA993201, AA403278, AA430513, W94612, W96124, 
N54325, AI357461, AA190985, W77863, AA643738, 
AL120980, AA113214, AA858265, AA993185, 
AI375010, AI498876, AA829321, AA701490, 
AA132962, AA287691, AI277849, AI301164, 
AA251325, AW015B57, AA403106, W60258, AA084833, 
AI253793, AA775859, W05830, AA243176, AI038024, 
AA766410, AA805677, AI049993, AA775554 , 
AI039481, H80596, AA196760, AA430648, AA804241, 
N77873, W96125, R69970, H80623, AI219581, 
H67651, AA190668, C01701, AI3524S9, AI275174, 
AA732213, AA128877, H30387, N23878, T12121, 
AI015455, H80540, AI220709, H67511, H18761, 
AA485022, AA251518, AA243193, AA505285, 
AA779102, H82765, AA570290, H52438, H67114, 
H71899, R69971, H52437, AA187869, AA505681, 
H67510, AA626883, AA232342, H71112, AA995473, 
AA456466, AI142314, H80657, AA454572, AA213633, 
AL119457, AL119399, AL119324, AL042544, 
AL134524, AW392670, AL119484, AL119439, 
AL119443, 299396, AW372827, AL119391, AW363220, 
AL119319, AL134530, AW384394, AL119522, 

AL119418, AL134528, AL119483, U46351, AL119355, 
U46349, U46341, AL119341, AL119335, AL119396, 
AL119444, AL119464, AL119496, AL043003, 
AL037205, AL042614, AL119401, U46346, AL134525, 
D21063, D83987, X67334, AF004105, D86725, 
AR060234, AR066494, A81671, AB026436, AR054110, 


nucleotide residues shown in SEQ ID 
NO: 1255, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 102 3 of 
seq id NO: 1256, b is an integer of 
15 to 1037, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1256, and where b is greater 
than or equal to a + 14 . 
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present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 417 of 
SEQ ID NO: 1325, b is an integer of 
15 to 431, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1325, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 410 of 
SEQ ID NO: 1326, b is an integer of 
15 to 424, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1326, and where b is greater 
than or equal to a + 14 . 
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AL049650, AC007687, AC00S529, 
AC003102, AC00S585, X74984, AC005828, 
AL022315, AC005907, U95739, AC004000, 
kF076450, AJ246003, AL035086, Z83826, 
AL121655, D16583, AC005725, AL030995, 
AC005535, AL020997, AL035400, 
AL096712, U89337, AC008045, AP000344, 
AC005099, AC007314, AC003098, 
AL022326, AL020993, AC004668, 
AC006581, AC005837, AC007277, 
, Z15025, AL049829, AC005932, AL049699, 
. AP000302, AL080243, AC005516, 
. AP000077, U91326, Z73417, AC002395, 
, AL132712, AC005859, Z95116, AF003528, 
, AL049643, AF134726, AP000098, 
, AC005412, AC002991, AL035445, 
, AC005971, AC004812, Z84474, AF217403, 
, AC005003, Z82198, AL008734, AC004531, 
, AC004756, AL034421, AC005776, 
, U93305, AC002310, U85195, Z98946, 
, AF196972, AL136168, U63721, AC005768, 
, AC005253, AC007001, AP000280, 
, AC005759, AL031708, AC002996, 
, AL031058, AL109801, AC005694, 
, L47234, AE000658, AC001551, AC006080, 
, AC004072, AL133321, AC004227, 
, AC007051, AP000555, AC007666, 
, AC005993, AP000107, AP000039, 
, AC004263, U51561, AC007390, AC005924, 
, AC007546, AC003109, U62317, Z98949, 
, AC004808, AC004465, AF129756, 
, AC004703 


, AC006153 
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AA280322 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
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AC004987, U67958, 117767, AL133568, AC004093, 
AL022147, AL080159, AF061981, U68387, U49908, 
M30514, AC006039, AL137429, AF026124, AL078630, 
142402, AR013797, AC007392, AL035067, AC007172, 
AL133077, 126207, AL137526, AL137560, E15569, 
AC004200, AJ012755, AL050172, AC004690, 
AF100931, A93350, 166342, AL137533, AL035587, 
AL022165 AC007298 AF111112 AF000145 
AR000496, U39656, AF026816, AF081197, AF119337, 
AC005291, AC0043B3, 100734, AF057300 






Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 906 of 
SEQ ID NO: 1395, b is an integer of 
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455, 
307, 
000, 
904, 

1, AI523843, 
551, 

7, AL119443, 

337 

969, 

497, 

220, 

9, AL038509, 

156, 

484, 

355, 

U46351, 
659, 
965, 

5, AL119444, 

5, AL119464, 

439, 

337, 

518, 

9, AL039678, 

386, 

077, 

Oil, 

542, 

003 , 

410, 

191, 

3, AR064707, 


138, D 
14842, 
.82626, 


OrMOnOHffiOVCHrOCTXOHHTj'OOt'-MT-tOrHOJOOOOOOOn 

. 3 . d . . . . *3 S . -2 3 . . .a s 


143192, A43190, AR06C 
AR016514, A45456, ] 
182448, AR038669, > 


AI686128, 
AI050998, 
AA460225, 
AA775736, 
R71519, J 
AI350561, 
\.L119324, I 
AL036418, 
AL036725, 
AW384394, 
AL134920, 
U4 6341, ; 
AL119396, 
AL039128, 
AL119391, 
^119522, I 
AL037526, 
AL037639, 
\L042614, 1 
\L037082, 1 
AL134533, 
AL039648, 
AL036238, 
\L038447, J 
AL042433 
AL039423 
AL042450 
AL038851 
, AL037178 
, AL037027 
, AL037021 
, A81671, j 
, AR054110 


AI862687, 
AI783596, 
AI224513, 
AI829581, 
AA844090, 
AI473515, 
Z99396, ; 
AL134524, 
AL037051, 
AL039074, 
AL036858, 
AL119483, 
AL039085, 
AL039109, 
AL119341, 
U46350, I 
AL037094, 
AL036190, 
U46347, i 
U46346, J 
AL1194B8, 
AL039625, 
AL134538, 
U46345, J 
AL134527 
AL134531 
AL043029 
, AL037615 
, AL036733 
, AL036719 
, AL036774 
, AR066494 
, AB026436 


150133, ? 
AR066488, 
AR052274, 


[«.HinooM<Ji<'OM»<|i^(Doin«noHMnoo*WHO«eDWW*oi 
nlno^/1<^HC^^^tMHo^^DO«>mfl^^Il( , 1^DO^DlNa)(>^ln^Hl^\fl^(«l^ 
incT\m^r~OfOLAU)co^a^uiHrorn^rHinc^r>JCNLnOTV£imcnoaAi>VDf^o 

OOOMkDVOr-rHOrOrnHOOOiHHHOOOOOOOOOOOOOO 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 517 of 
SEQ ID NO: 14 59, b is an integer of 
15 to 531, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1459, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 2095 of 
SEQ ID NO: 1516, b is an integer of 
15 to 2109, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1516, and where b is greater 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 965 of 
SEQ ID NO: 1542, b is an integer of 
15 to 979, where both a and b 
correspond to the positions of 




876591 




H2CBE01 




1542 



WO 01/22920 



1358 



PCT/USOO/26524 



CO o\ 
in n 

H £ 



yj ^ iH 

m in H 

co en o 

co vo 

cn r- o 

CT\ VO O 

2 <C < 



o cn o 

o vo cm 

n in v 

O CO VO 

<d* ci co 



in o r> 

vo r> co 

o in m 

O rt W 

VP f) CO 



I M li 



o u> in co 

o ^ p- in 

CO H h CD 

r- ro <N <a» 

o oo m cjv 

n m oo n 

3 5 S 5 



cn tr CO CO 



r-i i-H m m 



H CO (\ O 

CO CN 

in in 

m m 

in o% 

cn CN 



o CN 
o oo 
co vo 



S3 



m *r cn r> 

cn in * in 

to H h 

in n n m 



2 H 

H n 

«. G% » CM 

CN m H O 

CO 2 f H * 

C- < T»< 

m - en <; to 

0> vo r- o 

cn co 2 - in 

<C, o r- 

<C CTN - (N < 

(A H CN 

» K ro * 

H n co o 

ro - W O ^ 

cn co r- *£ r- 

o co s H 

vo cn oo 

n n - i-H 

S m co m 

< r- r- < 

(N O 

-ON - 

CN O VO 0\ CO 

(J> in S U U) 

oo vo vo 

O CO » * rH 

VD n h CN 

rO O *f r» rH 

3 h co o < 

< < CN CN <; 

VO Ch 

- - a s - 

o cn cn 

co \j* - - co 

vo in cn n co 

in CM * o\ H 

^ O N (N H 

^ rH in ro 



rj «J . 
0 X) 

01-rH 

a> ci n 
C -h y 
o a « 



I V r- >h 
X< co OJ 
I ? fN rj>Xt 



a 
w 

o 



I 4) co H 
Xi m « 
I 5 vo 0143 



I 0) 

( X! . 
I 3 



5h TJ 
ft 

0 O 
U C 



TJ 
•H 
JJ i 

o 



f 1 ( 

I rH -r 



U JJ 
G 3 0 

oj a id 

M SrH 
OH U 
*h 0 3 

ft a c 



CD rH 

0 OJ Xi 

OJ W 4-1 

I CO ? -H 0 

I rH JJ A 

: 3 <o xt 

i e xi a 

i u - u 

f o u n v 

I W 0) * Jh 

I Dl in S 
HUH 

i rd J-J - 

I U ti O r-t 



oi-ri , 
<v c u 
a -h u 
o 



mh cp U TJ 0 



0) 3 
X! TJ 
JJ -H , 



jj U TJ to 

c ■ 

TJ <l» rfl 
C TJ 

O "H * 

ft JJ C> 



a) a 
£ to a in 

i)-H CO H 



JJ k H H G 1 



^ ft 

ft) £ <U 

o o 

COC 

0 CJ 

■H to jJ 

4J OJ & 

G 73 OJ 

ID 'H in 



C 3 O 

ai 5 a) 

05 Sh 



XJ 

oj co jj 

fd 3 -H O 
rH JJ XI 

3 OJ XI 

£ XI OJ 

U - U 

0 U n> OJ 

M-J OJ XJ 

Dim J 



H Ei O CN 
H 'H S in 
C vo 
OJ SO 
tJl C H 



° C 

CO -H 

5 § 

JJ O 
*h X! - 
co tn 
O 

ft u 
OJ 

4) 3 
XJ TJ 
JJ H . 



TJ OJ 
C TJ 
O *H 
ft JJ • 

cn O 



E « 

M (0 OJ 
0 XI 
cn -h 
1) C h 
C -H U 
OUtD 



U oj 

OJ Ol ^ 

3 cn m o 
a> tj 

- O JJ S m 

xi *j a A c 



Vj -H OJ 

<W OJ Vj TJ 

TJ fd OJ 

CU O U i-i 

TJ CJ CJ C 3 



O OJ JJ CO 



Hi 



a tj 

OJ -H 

> JJ 



XI rH -H 



a 4J H U 01 



JJ U rH rH (3 



U JJ 

3 0 

£3 



OJ OJ rH U 



O U in x! 

HH CJ S l 

cn m -i 

H CJ H - 

CO JJ " VO 1 

M CJ O m i 

OJ -H 2j (N i 

C CN ! 

OJ >i Q 

Dl C H O 

(0 JJ : 

cu a 

x! m w m i 

Jj -iH Q) rH i 



WO 01/22920 



1359 



PCTYUS00/26524 



<N C\ LO 

\D <J\ V) 

\£> m \0 ao 

* H CM O 

n H (N n 

n ^ H 

id! H H H 

21 < < < 



r- ^ oi tn ro 

m m o 

h o t> H 

id in ro m o 

n H 00 (N H 

r~ o m rn y> 

3! < < < < 



in r- 

as 



oo r- o 

n n u> 

H «3 tJ< 

o r- co 

W N O 

m h n 



in n 

H o 

(N oo 

ao \o 

CN O 



m o 

in oo id 

cn r- *s< 

o\ in n 

in oo o 

Cl 1/1 M 




- - - - - O 

(NOinWO(D^h(NO)l/lifO 

rjr0m0^rHC^r-C000r0(NOr00\ 
HlfllTINOl/1C01/l(nr s "l ( C0CDO 

ooao\oinm<rioooinc-«>nrnt^ 



r- o 
rH io 
cm m 



n 

o> m 

n iH 

vo in 

IS 

o 

n - 

O VD 
O 



Q 












<d 








Q 
















44 




a 














id 


H 








a> 




<u 


4-1 
0 


4-t 

O 




M 








V 








0 


4-1 
O 


rH 








(U 






a) 


a 








u 




>, u 








o 








U 






u 


00 




O 








u 




& 


)-i 




H 










43 <u 


CN 


u 




ta 


u 














in 




W 








0 






OJ 


to 








8 








a> 




4-1 w 


0) 






i 






1 


rH 


<1) 43 


4-4 Ui 


<u 






E 






1 


i-i 










■o-S 


ro 


0143 


0 


AJ 














rH 


01 _ 


0 a 


AJ 




OJ 






Tt 




C 


to 
a> 




aj 


u 


id 


aj 




0) 




c 






a) 


M 




<U 










id 




rl 


id 


a) 




•H 






0 




43 - 


O 


jj 




CO -H 








O 




43 




o 


AJ a 


CD -H 


a) 




43 


0 


O) 


43 






n 




AJ 




Oi 


-H 43 


AJ 


a 


d 


d 






AJ 




O) 


-H 


43 


AJ 


d <d 


d 






AJ 


OJ 


-H 


43 


§ 


oi 








a 


1M 1 




■H 




5 § 


01 






<U 




VH 


i 




-rl 


.2 S 


o> 






c 


)H 


i 






s 


•H 


U (d 


H 












c 




U 


(d 


rH 


id 






E 


d 




u 


<d 


O 


co 




6 


0 


CO 


DO 




c 


4 




to 


<*• 


o 


0 


CO 


to 






c 


AJ O 


u 




O 


0 


to 


m 




sh< 


■H 


rH 


u 

4-1 


V 


•H 
U 


a) 4-i 

U O 


en 


OJ 


43 


3 3 

to CO 


-ri 




fr 


QJ 


-H 

rH 


de 


of 


en 


(d 43 
AJ 


-H 43 
CO to 


•H 


r-i 


U 
4H 


tu 


-H 


OJ 

n 


of 






+ 




u 








CO 


AJ 


0 


rQ 


+ 




r) 


& 






s 


CO O 


0 


43 


+ 




r4 


1 






to 






T3 


id 


& 


a> to 


s 


-H 


0 


a to 








(0 






«d 




*H J3 


a to 






T» 


id 




OJ 


id 


V 


a) 


m 


<JJ 




o 


U rH 


4-> 




43 


a> 


Q> 


id 






o 


U 


rH 


AJ 




QJ 




id 


<D 




0 
o 


u 


rH 




|H 




•a 


d 


o 


C 3 


<U 


43 




0) 3 






-a 


d 


u 


d 


i 


OJ 


45 <U 


a> 3 


U 




T3 


d 


d 




% 


aj 


0 




0 




at E 

& 0 


A 




0) 






O 




0 




a) 




43 


M 


43 TJ 


V 


0 




0 




ao 


e 


•ri 




aj 




-H 


to 






u 


AJ -H 




AJ 


rH 


-H 


to 








- CU 


AJ -rl 


% 


AJ 


rH 


'H 


to 

OJ 


& 




to 


% 




u 


u 


<D 


H 


ID 


a) 


CO 


1 




O 


AJ 


<u 


& 


0 


*H 


r- 43 


en 






S3 


AJ 




0 


<D 




iH 


X 


c 


TJ 


cu 4-1 


<U 






o tu 




rH 


X 


d 


-d 


at 


44 


a) 


S 


0 <u 


1 






d 


Tl 




4H 


U 


n 


to 


<D 




-H 


CO 


CD m 




4J U 


TJ 


«> 


0) 


Qi 


-H 


to 




Oi in 


4J H 


n) 


a 


QJ 


•H 


CO 






a 








AJ 


l-i 


<a 


i-l 






C 








AJ 




rH 


<v 


H - 






& 




1 


AJ 




rH 


<U 


<d 


tr 


>- 


£ 


o 


OJ (0 


aj 






T) Q) 


flj 


cr 


>, 




o 


a) 


(d 


AJ 


" CN 




id 






0 


OJ 


id 


TJ 




tu 


rH 


■iH 




c 




vo 






IU 


rH 


•ri 


<D 


■O 




c 


O c- 


d tj 




ai 


rH 


■H 


<D 


TJ 


rl 


■H 








r-i 


•h qj 


•H 


8 


in 








43 




rH 


-H 


0) 


•H 


rH 


0 H 






43 




rH 


•H 


0) 


4-> 


in 


m 


•3 




U 


AJ C 






fO 


8j AJ 


VD 


u 


(fl 


AJ 


O 


iJ 


d 




rH 


a aj 




u 


Cfl 


AJ 


o 


AJ 


d 


O 




o 








O OJ 


S Q 




CO o 


M< 


0 


^4 


d 




0 


a> 
oi 


>. Q 


to 0 




0 


Vj 


c 




0 


a> 


0) 


in 




<u 






V Ol c 


H 


O 




in 




(D 


OJ 


1 


a> 




rH O 


tu a> 


tn 




CU 


OJ 


1 


IU 


OJ 


rH 


H 


d 


« 






nj 




AJ 




r-i 




4-1 


CO 




rH 






AJ 


U r-i 


rH 


d 


U-l 
0) 


CO 








o 




fU 






rH 


u <u 




a 




U U 




at 


OJ 


o> 


rH 


U 


cu 




O 


u u 




id 


OJ 




U 


OJ 




o 


XI 






0 


3 X! 


CO 


w 


m 


O d 


6 


43 


^ 




0 




CO 


W m 


O 3 


S 


43 


u 


H 


0 


3 45 


C 


2 


AJ 




a a 


C 4J 


•H 


CO 


i-t 


u c 




AJ 




cu 


a 


d 


AJ 


-H 


CO rH 


u d 




AJ 


Ck 


A CL 


d 





WO 01/22920 



1360 



PCTYUS00/26524 



Q) XI i 
0 AJ C 



CI o O 
S H X) 

l XI O 



M X T3 a 0 



cn in 



4J )H 

(N C T3 

O -H 

h a *j 

co O 

JJ U rH H £ 

f J-l U 

... J m O S i 

-h co ih u c : 




O 
u 

PC 



oo » U) U) oo n 
h <n in m ^ cn - 

ior-i-tovDciroo 
eovomujonoiH 

VOrHOHOCNVOin 

j - - < < <£ < <N 



' n vd i 



rt! < < » 



33 



- H 

^ ON 

- ro ao 

H O CN 

a\ o a 
oo on 

- M a - 



ft CO on 

4. u> oa 

CN (N 

- co Q 
r- h 

CM VD 



O H h N N Ol 00 

rf cm vo ^ tn 
cNr-ONC^cocivor-i 



VOVOOVQinONONin - H rH 
CNONrHOTfCOVlCOeNClVD 

fMtnocor^Hocor~tNO) 
covovo*r«3'«a«r-cNiHror* 



< ON ft in 

a , , «. w d, h 

m co o o on 

> cn 5 - <n 

> *r cj 

> H - N Q 
) CO ^ 

i n m \o - 

\ 2 ON ON H 

: < ^ «> on 

h r* 

, » a «c h 

- Id 



VD o o 

CO IT) CN - 

n n id (N 

cn o c> on 

< on oo r- 

< 3 CO H 



NVOHinCNONCNO 
0OVCOOIHID1DH 
CDON0OTj<ininx3<rH 

HVO^PfNONCOfNO 



O ON 

CO i-t 

f to CO 

t-t S 



rn in 

vd y) - - 

r- r- o ci 

O ON ON ON 

co in rH r- 

h in in rH 

<£ H O O 

2 U W 



CD U flJ <U 

£ O Xl 

xj tn "H 

<U G h 

£ (J H U 

O O 0! 10 

W -H 41 

4-1 (U Vl Tl 

u a 

T3 <0 £ <U 

OJ o u 

T3 C O C 

=t O 0> 

U *J <D & 

X C V 

o d'H a 

> 4-» 

fi O OJ 

rH -H fl) Tl 

xi <-t -h 

10 4J U f 

M C 3 O 

a) o 5 <u 

W (0 S H 

tU <D rH u 



I <D cn U 
A 1) 
? ON 01 43 



(0 rH 

C (0 

o <u X! 

<U CO 4J 

(D 3 -H O 

d - A 

E Xt (U 

O WO OJ 

ih 4) in x! 

Cn in 5 

HUH 

u a o f 

<U -h 2; r- 

(3 ON 

cu N P 



WW!) 

O JJ 

C at 

[Q -H V 

C rJ 

5 1 w . 

4J O ID 

•H £ -H H 

tfl n 

O Xt + 
a to 

oj 4) nt 

» P ^ 

x: -o <u o 

4J -H X3 4J 

O 0) rH 



O -H - 

au o 

cn O in 

4) in 



X! co W m 

4J -H CO i— t 



4J tH rH rH C 



VH U 

u a a -u 



vo 

vx> CN 

H CN 

rH VO 

on in 

CN O 

S H 



rH O 

o r- 

ON T 

co n 



O ON 

cn in 

O H 
CO o 

o 



VD CN 
ID 



XI 

nj 4J 



WO 01/22920 



1361 



PCT/US00/26524 



i rH fl 
, 00 (N 

' in o 



o in * h 



a - - 



H O 2 I 

1 H 

i os 



m vo 

^ rH 



in ^ 
r- vo - 

U) CD O 
< CTl - 00 00 CM 

ti. o\ h h r> 
- 2 « o < < o 
in vo 

rH CO 
O rH • 

cm ro < 

a; 



in vo 

l in rH 
00 (N 



' on 

I CM 

i * .... . 

1 K VO VO rH s 
H H f 

* - a; rtl is - - 
i on m 03 

CO .»•(*) o 

i cn <n 

I oo m 

' CO CM 



o 

CO ^ - 

vo on 00 

r- oo oo 



&; in a> 

' on r- 
H oo 



oo 



vo 



in m 

H H H < 00 H m 

00 tt, < rt! PtJ 00 S3 

3 - - - -3 - 

o\ in m if rH 

- VD 0\ CT\ •» 00 

^ r» ci u) * o i*i i 

ro cm 

vo on 

vo ro 



cm n i 



on vo co r- ro o 

m h r* o 

m a id U 

vo o r- < 

h o ro 

*C 04 ro - 



rO O VD CO rH 
H S tD «£ 

a; <i -5 < 



CM O 

rH 00 

vo vo 

M M 

< < 



- - < VD 

on h r> 

00 r- - m< 

00 vo r> r> 



in vo 

in vo ' 



CO vo 

on 00 

o in 

1 CM 



co H in o oi 



- m 
on r- 
00 vo 
o 

CM O 

£S 



o vo 

CM VD 



22 



VD 

. on 

on h on n 

in co o 

0 H r- h 

ro o co on 

rf S 0\ H 

3 <C H < 



in cn 

n r- 

on o 
<-< 

S o 

< o 
U 

- < 

CO 

T - 

(N VO 

r- on 

ro 00 



vo 

H * 

CO O 
VO 

00 ro 

vo on 

h r- 



on o 

r- ro 

n r- 

h n 

SS 



o - 
tn 

04 ro 
CO 

- - - - r» 
vo rH m on \r 
vo r» 00 m »J 
* o m 
m in rH ^ * 
co on co rO l** 
in on 00 rH 

3 rf! ^ rfi co 



CO CO VD CM 

in rH cm on - 

on vo on ro 

co 00 on cm o 

in in h o 

r- r- tjt vo 00 



! < < P4 



On VD rH rH VD On 

in vo 00 o 

CM rH (M H VO 

h cm r* r- ro vo 

ro o 00 o o r- 

<!• m 00 r- cm on 



vo n co on in -* 

On © VO CO rH CM 

C- O CM O H fO 

CO ro CM CM in 

O rH CO CM CD O 

on vo ^ in o o 

H < M M U 

3 < 3 < < < 





rd 


«IH 






a 












(tf 






a 














(tf 


IJH 




Q 








0 






H 














»M 


UH 


H 


















H 






fl) 




0 
















OJ 


0 


0 










0) 






OJ 


0 


O 






S. Vj 


VD 






O 


















0 








M 






M 






O 




XI 


OJ 


CM 


u 






u 










CD 




rH 


w 


Jh 






1 




X) 


OJ 


O 


H 


w 


u 




X! 


in 


0) 




vw W 














on 


OJ 


VM CO 


0) 












i 


r- 


O 


HH CO 


OJ 


T) 


3 


CM 


eg. 






*J 








T( 


$ 


in 


Ol 43 


0 


JJ 










-d 




r- 


Oi Xl 


O 


JJ 


rtf QJ 




T3 


0 a 


(0 




0 










O _ 


c 


at 




dj 


rJ 


t« 


CJ 






aj 




rrj 


Xi 




O 


*j 


c 


M -H 


OJ 






0 


A 




0 


jj t3 


CO -H 


OJ 




X! 


O 




X) 




O 


JJ 


CO -rH 


OJ 


0> -H 


XJ~ 


4J 


c 






u 




.u 




01 -H 




4-) 


C C 








JJ 




01 


■H 


xT 


JJ 


c c 




U 


c m 


t 




-H 




-S § 


0) 






CD 


C U 


1 




•rH ro 


° t 


Oi 




8 


cu 


c! 


U 


• 




•h ol 


1 § 


Oi 


-H Cj 
CO CO 


(fl 


rH 




rd 






c 


-H U 


nj 


H 








c 




O 


at 


rH 


C rtf 




CO 






c 




*J 0 


CD 




! 


0 


co ca 






C (0 




CO 






0 


CO 


CQ 






JJ 0 


"H QJ 


4-1 


c 


(0 


j: 


•H 




rH 


U 




-h a 


VH 


n 


a) 


as 


-H 


rH 






-H 


OJ 


t|H 


c 


9 x 


-H 


-H 


U 


0 


CD 




jj 


ca n 






MH 




H TJ 


O 


OJ 


J3 


CQ CO 






l*H 


OJ 




Tl 


O 


OJ 




co ca 








OJ 


CO 


0 


0 


J3 


+ 




e 


a 






10 iJ 


O 


XI 


+ 






& 








09 JJ 




XI 


£ 0) 


aJ 




•H 




ft CQ 






T3 


ro 


e a) 


rd 


f 


*H O 


a to 






T3 


Itf 




OJ 


flj 




•H O 


a co 




0 O 


rH 


4J 






a) 


(1> 


as 


OJ 




0 u 


rH 


4J 


XI 




OJ 


(tf 


OJ 




O 


U 


rH 


JJ 


XI 


a) 

0) 3 


OJ 


0 a 




a> 




a) 


a> ^ 


}H 






C 


u C 


3 


<t) 


XI 


0) 3 


u 




T3 


(4 


U 




i 


OJ 


XI 


u 


0 


1 


X5 




Vh 






0 


3 


0 


a) 




ja 


V 


X! TJ 


0J 


O 


3 


O 




OJ 




Xt 


OJ 


XI T» 


QJ 


s & 








a) 






4J 


rH 


•H 


CO 3 


i 




- u 


JJ -H 




JJ 


rH 


■H 


CO 


& 


n 




- H 


JJ -H 


■§ 


O 


U 


rH 






1 




O 




OJ 0* 0 


M 


CM 0) 


to 


•§ 




U 


JJ 


OJ 




0 


u 


ro OJ 


CO 




TJ OJ 


V1H 


QJ 


in 




0 0) 




rH 


X 


C 


Tf OJ 


UH 


a; 


in xl 


O OJ 


1 


«H 


x: 


a 


TJ 


OJ 


VM 


OJ 


in £1 


0 aj 




-H CO 




tn in 




*J u 






0 


QJ 


-H CO 




01 m 3 


JJ u 


ctf 


OJ 




•H 


CO 




Dim ? 


JJ u 




JJ 


rH 




rH 






c 








AJ 


rH 


OJ 


rH 






§1 




1 


JJ 




rH 


OJ 


rH 






0 OJ 


CO* 


.P 




0 




a) 


& 


s 


i 


O 0) 


(tf 


jj 




no OJ 


(C 


>, 




0 


OJ 


Itf 


JJ 




TJ OJ 


rrj 


CD T3 


Jh 


C 


O 


*j* 






a> 


rH 


■H 




M 


(2 


O 03 


C TJ 




OJ 


rH 


-H 


0J 


TJ 


rJ 


c 


0 


a ti 




rH *H 


OJ 


-rH 




in 


0 H 






rQ 




rH -H 


OJ 


-rH 


S 0 


O *rt 






^H 




rH 


-rH 


OJ 


•H 


S5 oo 


0 -H 




U JJ 


c 






CM 


a u 




in 


fl 


U 


U JJ 


c 




vo 


a jj 


CM 


u 


(tf 


JJ 


O 


JJ 


C 






n, u 


ro 


3 0 


4> 




uj 0 


in 


0 


u 


C 


3 O 


OJ 




CO 0 


in 


0 


U 


c 


3 


0 


OJ 




CO 0 


in 




0> 


a 


H 


O 


V 0) 


in 




0) 


<u 








M 0 


OJ QJ 


in 




OJ 


OJ 


a 


01 


01 c 


H O 


OJ 0) 


in 








U 


M rH 


rH 


c 


VM 


CO 


&5 


Af 




U rH 


H 


£ 




« 




rH 






JJ 


U rH 


rH 


rH U 


1) 




O 




u 0 




m 


(U 


OJ 


rH O 


4) 




01 


rH U 




m 


OJ 


OJ 


rH 


U 


OJ 




0 


rJ O 




0 3 






W 


in 


0 3 


O XJ 


rH 


(h 


O 3 


J£ 


CO 


M in 


O 3 


O 


XI 


M 


1H 


O 


I 


XJ 


0 


W in 


0 2 


i 


a c 




-H 


CO 


rH 


y c 




jj 






jJ 




W rH 


CJ C 


a 


jj 




a 


a 




JJ 


•H 


CO H 


u c 





WO 01/22920 



1362 



PCT/USOO/26524 



rt (M 

n m 

in r> cn - 

cn \o r cn 



H \C U) 4> « 

o 01 in n ri 

in H h h 

CO (N ^3* CO CO 

H ITI (M vo u> 

v w oi H n ' 

< H M H M : 

2 <; < < < i 



o oo in r* 

1/1 (N H H rl 



H N H 

m o < 

E-t in 

r» co 

H o 



* O H 

i o cn in 
i n co n 



i/) c m co o\ 

o ^ r- o ^ 

1/1 h O CO I s 

N o n w 



<S ri! &! cn $ $ 



ro o 



i U3 

r- in 

ro cn 

vo cn 

cn m 

CN 06! 



i/i n n ui in 



H H -tf O 

i vo m co r* m 

; H f£ <£ M M 

! < 4 <! ri! < 



L/1 VO H (N 



^ ro 
cn ir> 
co |> 



o o <r o (n t- 

o in o oi ^ oi ci 

w pj ^ co n r* in 

co ro co co cn H H 

r» cn tH u> r- co 

1i Ol * ID >C H CO 

sassasa 



cn vo cn 

CM <J< CO 

H O U 

O CO 

cn h 

H 4 



r- h 
ro ro 
in cn 



o co cm r- in i 

H in co cn cn i 

in ro ro vo < 

VD P> D f V I 

cn h m ' 

h m y) o m i 



H CM 

- - - » rH 

i-l M H rH O U> H 

vo cn vo cn en cn n 

in cn o co in ro cn 

in H i» ^ o r- r- 

Ol H fll M H (O H 

J kX ro 4! 

3 -3 . 



3 41 i 



ro o m 
r- r- vo - h - co vo 
cnr-p>vocNi>voo 

nw^fi/ihHho 

COSJ-fOhOHO 



; a s s a s s a s £ s s s a 



ID M 0) 



fO IM 

o <w 
<D O 
■, U r- 
I t) H ^ 

cn « » 

' J H O) 

OJ TJ 

- O *J C 



w (1) ^ t) 

Jh ft 

U ft) E CD 

0) 0 U p 

TJ fi U C 

3 0 0) 

o 4J o) tr 



AJ CJ AJ 

fi 3 0 

<l) C 0J 

CO >,i-H 

0JH O 

h O 3 

a a fi 



fi 

i fi *o js • 

i a> j-> 

tu to o 
nJ ? -h 

pH u 

3 0) -Q CJ 

£ £t U 

U - OJ 

o ■* .fi 

w fl) in 3 
rji in 

H J) H - 

rtl 4J - i-t 

Jj fi O ro 

4) .(-( 55 cn 

C ^ 

0 >i Q 

01 CJ H O 



I U in 
i CO h 



4) <U rd 

OJ 3 H 

A t H) o 

AJ -H J3 4-» 

to S 

O CJ <H 

ai m -a tt 

•o o § & 

c tj oj 

0 -H - 

to O m 0 

tt) o> m 

^ H H C 

In o •• aJ 

O 3 O 

U C S -P 



! OJ O h 
X CO o 



tn 

OJ C M 

C -H CJ 

O to 10 

•H CD 

(J n -o 

>H ft 

m E 4) 



•H to 3 

4J cu cr 

C T> 4) 



C rrj 

4-1 c m 

O CJ ,fi 
OJ 10 JJ 
CO S -H O 
rH 4J 
3 OJ .Q 

6-° -8 

O ^ m a 
w cj in 
Di tn > 



O 
W 

*W CD 

O 

fi 

CQ -H 

c 

•2 g 

CO CQ 

O i 
Q* « 
0) 

cy 3 



fi O « flU 



H -H <U TJ 

*~ ' *h 

ro U U J-> 

U C 3 O 

D CD 5 CO 

<D OJ -H U 

M M O 3 



D) C H O 

oj o 

xl co &J in 

4-1 -H CQ »H 



u <~t 
u u 
O 3 



I CO CO 

I CO CO 

[-* ^ 

ro iC 

I M 

< - 

H O (N (D T n 

. u> in m <f n - t}< 

1/) h CO rt M ID H 

CO \D H VD H m CN 

in in to in co n 

i ro ro cn H cn ro o 

■ J5 H H S H o <c£ 

■ <C <: < rtl < in rtl 



co h m m o rH 

. h <n in ch co - cn 

m ro r> vo r- co r- 

* co n in n in m 

in o ^ co o n oi 

in ro h co vo in in 

. M < H M tt ^ rf 



^ O O CN Tf (N VD 
>. M CI 1/1 rl cn CN 
rOtH^COVDGOVDO 

r>cnrH(Ocnrococn 
MTfinocomTfco 
ocNor-HcncNO 



r-covorOfNr-cocN 

inOinOlHHriN 
(NIO'JHCOCOWCTl 

rTO^UICOCOOlH 
O ^fMrHOOHCn 



H rtj OJ 
O ^ 

cn-H , 
<u a u 

c -H 

o CO 



C (it 



■H OJ w C fl 



lU <U !H TJ 

m a 

TJ CO g 

OJ o _ 

TJ C u C 2 



rH -H cn 3 



0J CD -H CO 



OJ CO 4J 

S -h O 

_ OJ J3 

O M li J) 

w u in £ 

01 m 5 

rH o H 



ns i> u u C 



H 3 O 

0J Ci CD 

u >, <-t 

1) H U 

U O 3 



oj a 
x co u in 

U -H CO H 



WO 01/22920 



1363 



PCTYUS00/26524 



VO - 
<T\ VO 



in - 

CO ON 

VD H 

<«* CM 



• tn t- 

> CM fM 



O VD 

ro 00 

o o 
o 

1 



- CO 

r- 

o\ vo - 

vo ro 

o w m 

m rH CO 

H O rO 

S 2 H 

*d < J 



TJ 0) 

C TJ 

O -H 

a 4-> v 

to O i 

OJ 0) I 

H rH , 



i a) o 

I XJ JJ i 
l S 
i . 

I TJ 



IH CI 

H U •• (0 

- -1 O X! 

! B JJ I 



O 

E 







of 


m 




ID 












nJ 




4H 






ID 












m 


tu 


UH 




d) 




O 












(1) 




di 


0 


0 














0) 






0 


o 




ro 






O 








u 


>! rH 










O 








r< 


>i rl 






XI 


0) 


VO 






w 


u 








XI 


QJ 




u 








u 








X) 


OJ 


r- 








in 


0) 




4-1 W 


0J 






1 








OJ 






01 


OJ 






1 








0) 


TJ 


« 


rH 


ai 




o 


JJ 








TJ 


* 


CN 


cnxi 


O 




JJ 








TJ 




t> 


01 XI 


in a 






a) 


TJ 


a 


<fl 




0) 


M 


Hi U 












c 


(0 




0J 


r) 


(fl QJ 






0) 


JQ 




o 


jj 


e 




0J 




Xi 


O 


XI 




O 


jj 


TJ 


to 




OJ 




x: 


0 


X> 




O 


JJ TJ 


01 -H 


X! 


JJ 




aJ 








JJ 




01 -H 


X? 


JJ 




c 


C 




u 




jj 




01 -H 


xT 


JJ 


c a 


c u 






•H 




o a 


Ol 








C ri 






-H 


(fl 


0 


s 


cn 




£ 


OJ 


C in 






-H (3 


-H O 


10 


rH 




m 


•H 5 








c 


■H U 


nj 


rH 






•H 










•H U 




rH 




to to 






c 




JJ O 


m 






0 


03 01 






5 


fl 


JJ 


o 


to 




o 


0 


to m 






c tu 


•H oj 


*W 


CJ 


m 


X! 


*H X! 


■H 


i-t 


Lj 




•H 0) 


UH 


c 




-■H 


X! 


-H 




rH 




-H 0J 


MH 




«j 


H TJ 


0 




JJ 


DO 10 






U-l 


<u 


rl TJ 


O 


0) 




X! 


to 


to 






14H 


(U 


U TJ 


0 


0) 


X! 








u 




O 


XI 


+ 




n 


ft 






to 


JJ 


O 




X» 


+ 






ft 




s 


to JJ 


e a) 


rt 


i 


■H 


& 


ft CO 
0) 






TJ 


m 


€ 4) 


m 


s 


•H 


0 


ft 


(0 






TJ 




6 QJ 


111 




-H O 


o o 


rH 


4J 






oj 


(tl 


01 




O U 


rH 


jj 




X) 






0) 




<U 




° y 


rH 


jj 




u c 




oj 


Xt 


a) 


a) P 


iH 




Tl 


ci 


O F3 




QJ 


x> 




OJ 


p 


»H 




Tl 


c 


u c 


P 


0) 






1 


XI 




M 


XI TJ 


OJ 


0 




0 


<U 


1 


XI 




QJ 


X! 


TJ 


OJ 


0 


P 


0 


QJ 


E 


XI 


OJ 


CQ 5 

a> & 






0) 


Jj H 




JJ 


rH 


-H 


to p 








JJ 


•H 


XJ 


JJ 


rH 


•H 


s & 






- rH 


o 


u 


r- 




CO 






U 


JJ 


0 


u 


CO 


0) 




to 


s 




U 


JJ 




O 


rJ 


<J\ OJ 


TJ QJ 


«M 


ai 


in 


■g 


0 OJ 




rH 


X 


c 


Tl <U 


IJJ 


QJ 


tn x! 


O 


QJ 


1 


rH 


X 


c 


TJ QJ 


MH 


0) 


tn xJ 


*H 03 




Oi in 




JJ rJ 


TJ 


« 


OJ 




•H tO 




Oi in 




JJ 


U 


0 


0) 


QJ 


-H to 






JJ 


iH 


0) 


rH 






C 


& 




> 


JJ 


rH 


OJ 


rH 














> 


JJ 


rH 


0) 


rH 


O 0) 


to- 


JJ 




r- 


TJ OJ 


ft! 


s c 


O 4J 


ta 


JJ 






-g 


0J 


rC 


& 


C 


O 0J 


10 


jj 




4) TJ 


ri 


c 


d 


r- 


C Tl 




QJ 


rH 


■H 


<L> TJ 


rl 


C 


§ 


CO 




TJ 




QJ 


rH 


•H 


QJ TJ 


U 


c 




rH -H 


a 


-H 




m 


O -H 






XI 




rH -H 


0) 


■H 




r* 


0 


-r( 






XI 




*H 


CJ 


*rt 


S in 


o jj 








rH 


ft JJ 


r» 




(IS 


JJ 


U JJ 


C 






fN 


ft JJ 


CD 


lH 


<0 


JJ 


U JJ 






r-- 


3 o 


a> 


>* Q 




CO O 


tn 


o 


M 


c 


P 0 


QJ 


o 




to 


O 


in 


O 




C 


P 0 


01 




5 <u 


ai 


a 


H 


O 


<V OJ 


in 




0) 


<u 






M 


o 


QJ 


0) 


in 




0) 


CJ 




Ol 


C 


rH O 




aJ 




JJ 


^ rH 


rH 


c 


vw 


to 










JJ 


H 


rH 




Ci 


HH 


CO 






(0 


JJ 


£ o 


OJ 




a 




JH U 




m 


01 


4) 


rH U 






O 




M 


U 




rt 


2 


QJ 


rH U 


01 




o» 


O 3£ 


to 


w 


in 


O P 


O XJ 


rJ 


Jh 


O P 




(0 


w 


tn 


O 




d 


X! 




>H 


O P 


XI 


to 


W in 


ft c 


jj 


•H 


CO 


H 


U C 




jj 


tl 


& ft C 


JJ 


•H 


CO 




U 






jj 




ft 


ft c 


JJ 


■H 


to rH 



m rH in r- 

vo r- o 

o oo u> in 

m ^ co vo 

m m « cn 

^J* VO H VD 

M M (f. H 

rf < 2 < 



VD CI VD VD 

o n n 

VO CO GO rO 

in O P- rH 

m -<t vo vo 

(N H O (N VO 



< i 



< in 

co 



Oi 

H r- O rH 

DO O ffl h - 

rH rH H r- rH 

Ol ^ o> VO 

oi m m cm n 

vo vo o o vo 

MM ^rl 



< < I 



rH r* r- co m 

r* rO vo m VD 

rH CO ai in 00 

o H ^ tn CM 

in M CM 00 OV 

r> w ^ o (h 



WO 01/22920 



1364 



PCT/US00/26524 



n oi in m 

CO (N CO (N 

MM <Ti 

OV VO 00 CN 

u> o vn oo 

(A (N N CN 

H < H H 

< 3 < 

r~ o cn oj 

o to n w 

N CO U) H 

in in ci 

(M CO ^ vo 

U) \D h <n 

2 3 5 3 



-3 



in 

- o> 00 
Cr\ r- *r 
n ■sf ai 

O H H 

CM < < 
CN 

S3 - - 

m r- 

- •c r- 
h n o\ 
m m (o 

m o in 

f«l S h 

a < < 



CO (N l/l IN H O 

o h ui in ui (i m 

m oo o in vo vo r- 

i/> n ^ tt 10 vo ^ 

(vi m co ci □ ^ in 

ft (N N H (N H O 

< % 3 s! 3 S % 



t# tT o 

N N CO 

10 0\ CN 

IN N O 

t- rf o\ 

in < U> 



cn <n r~ 

in rv) in 

«) S H 

in < oo 



o\ r- co 
in' h in 
H <C H 



ineoinrHr-r-toHcNCM 
intNtNr-iOfHr-cftr-o 

^INIDNIONHlDffl 

rHoionor-r-thcNin 



ro vo 

rH C\ 

r- m 

CO 

cn 
Eh 

v GO 
MO H 

ro 

O o> ^ 
vd ro 
O M tJ< 

ro < & 



cr> vo 
-mm 

h co r 

co in o 

o r- r- 

O 2 3 

CtJ 4 < 



fN cn 

oo n 

cm o\ r*- 

h m o 

h m r- 

^ m m 

§31 



(NOJUJ^CM^CnVD 

^rinor-^fNO^ 
ffirHi-fr-cNin^in 

rHOOO>OOinCNin 
S H M M 2 ■ 

4 < 4 < < < 



< < 



r-n^mcor^cncrt 

inrHoo\r"»o"tcovo 
*jif\icncJi<*i*j«voc-- 
^iniotntNincoin 

OVOtNt*-i-HOVOUl 



orocNinor-tnr- 

■^Or-tlOmOOOrO 
flrHOt-HOOVO 

fMr-eoincoroo^f 

33535S53 



aivovovom^^rcn 

Hin^COVD^lDM 

cnmcocncooH* 
t»vo^nhinni/i 
moochoaotncNw 
nu>u)cnomcnu} 

<44rf:<rf:3!4 



5 § 



tJ v 0 

■H J= JJ 

in * 

_ CD rH 

JJ kl TJ CCt 

C 3 

-0 J) id O 1 

G TJ <U 
0 -H - 

a jj <r\ u 

- O in O 



O XI 
55 JJ 





ai 


0 






ID 














at 


l*H 


UH 






ID 












(0 


of 


«4H 




cu 




0 












CU 






cu 


o 


0 














CU 




cu 




0 


u 








a 








M 














o 








SH 




H 




XI 


cu 


O* 


U 




W 


U 










rQ 


CU 


in 


u 






H 


IH 






1 




XI tu 




rH 






cn 


OJ 


XI 


HH CO 


QJ 






i 








t- 


CD 




UH 


CO 


0) 












r» 


(1) X) 


TJ 


$ 


iH 


01 






*J 










TJ 


1 


ao 


CnX» 


0 




JJ 








(0 




H 


01 


rd QJ 






OJ 


TJ 


0 a 


as 




d) 


rH 


a) 


cu 






cu 








rd 




CU 


rl 


CU 




CU TJ 


xi 




0 


4J 


a 


CO *H 


cu 




X! 


0 




X) 




0 


jj 


TJ 


CO 


-H 


CU 




X3 


o 




a* 


O 


JJ G 




XJ 


4J 


C 


id 




u 




■U 






-H 


XI 


jj 






e 




U 




JJ 




tn 




JJ 


C (U 


a u 






-H 




•S § 


01 






CU 






1 




-H 


(TJ 


0 


e 


CH 






CU 


c 


rH 1 




■H 


■H U 




rH 




nt 




E 






O 


01 


rH 






•H 








6 


Pi 


-H 


O 0) 


rH 




to co 






c 






CO 




O 


§ 


CO 


to 






c 


(It 


JJ 


0 


tn 




o 


0 


CO 


CO 






•H CU 






aJ 


J3 




•H 










a> 


VtH 


c 


(It 




■H 


X! 


■H 




U 




-H 


CU <<H 


a 


01 X! 


U TJ 


0 


CU 




J-* 


ci to 






*M 


CU 


>H TJ 


o 


cu 




ft 


CO 


(0 






VIH 


cu 


H TJ O 


cu 


JJ 






CO 


O 


o 


X» 


+ 




u 










CO 


JJ 


0 




XJ 


+ 




u 




CU 0) 


cu 


5 5 


£ d) 


ft) 


I 


-H 


X) 


& to 






T3 


ti 


i 


4) 


a) 


I 


•H 


o 


a 


to 






TJ 


ra 








0 u 


rH 


JJ 






CU 


CU 


a] 


CU 




o 


U 


rH 


JJ 




X) 




cu 


CU 


co 


CU 




O 


U rH 


JJ 




y c 




CU 


XI 


CD 


CU 3 


u 




•o 


C 


o 


c 




a) 


XI 




CU 


•3 


rH 




TJ 


a 


U 




tu 


X) tu 


cu 

s & 


1 


XJ 




H 


X5 TJ 


cu 


0 


p 


0 




CU 


i 


X) 




cu 


rfi 




cu 


0 




0 




S | 


Xj 








CD 


JJ -H 




JJ 


rH 


*H 


CO 


3 


rH 






u 


JJ 


■H 


x: 


JJ 


rH 


-H 


CD 






- tu 


0 


H 


o 




CO 






O 


JJ 




cr o 


)H 


H 


cu 




CO 


? 




U 


JJ 


cu 


fcr o 

CU <4H 


rH 


<n x; 


TJ to 


mh 


0) 


vo 


* 


O QJ 




rH 


X 






a) 


<4H 


cu 


vo XJ 


0 


tU 




r-t 


s 


c 


TJ 


CU 


vo 5 


-H CO 




tn tn 




JJ U 


n 




0) 


cu 


-H 


CO 




0> in 


? 


JJ 


lH 


TJ 


m 




CU 


■H 


CO 


cn in 


jj 


rH 


cu 


rH 






a 


3 




> 


JJ 




rH 


9) 


H 




TJ 




c 


g. 




> 


JJ 


rH 


tu 


rH - 


0 cu 


<d 


jj 




00 


TJ CU 


<o 


cr 




o 


cu 


(0 


JJ 






cu 






o 


cu m 


jj 


- in 


a) tj 


jh 


c 




m 






CU 


rH 


-H 


O TJ 


rH 


C 


i 


<T» 


a 


TJ 




cu 


rH 


•H 


cu 


TJ rH 


a 


O to 


rH *H 


tu 


-H 


i 


CTl 


0 -H 






XI 




rH 


■H 


CU 


•H 




CO 


0 


■H 






X) 




rH 


•rH CU 


•rH 






G 






iH 




o 


rH 


m 


JJ 


u 


JJ 


c 






CO 


a jj 


rH 


V4 


(0 


JJ 


U 


JJ c 




rH 


i « 


QJ 


Q 




co O 


vo 


0 


rH 


C! 




0 


cu 


Q 




CO 


o 


VO 


0 


u 


c 




0 tu 




rH U 


tn 




M 


O 


CU 0) 


in 




CU 


<U 


1 


CU 


tn 


C 


H 


o 


cu 


tu 


in 




a) 


0) 


& 


cu u> c 


M O 




* 




JJ 


H rH 


rH 


C3 


4H 


CO 




r-t 




rd 




JJ 


u 


rH 


rH 




yj 


CO 




rH 

U (U 


fO 


JJ 


cu 




O 




M O 




al 




CU 


rH 


o 


a> 




o 




u 


u 




tO 


CU 


cu 


rH 




a 


0 3 


x: 


ca 


w 


in 


0 3 


9 


X! 


2 


U 


0 




Xi 


Dl 


w 


in 


0 


§ 


i 


XJ 


rH 


Jh 


O 


2 


CO 


w m 


a c 


4-) 




CQ 


rH 


U C 




-u 


P4 


a 


Cu 


c 


jj 


•H 


w 


H 


u 






Jj 


(X 


a a 


c jj 


-H 


CO H 



WO 01/22920 



1365 



PCT/US00/26524 



ro co 
tn cn 
vo o 



vo tr 

CO ^ 

in co 
o in 
06 co 

. .3 - 

co m o 

tj" r- «■ cn 

VD fM C\ Tf 

r* o cm o 

in co tn h co cn 

in m en *p r- 

H <i H <£ Ol H 

< < < < in < 

. . . .a - 

H o in r» 

in m in oi - vo 

YD VD VO rH P- 00 fM 

i-* r- r- m r- r» <j* 

in in in co m in n 

in in in n o o r* 

M M m m *r 2 co 

4 «: < < cn ft X 



CN O 

in •«*• 

vo fM 

r- co 

in ro 

in m 

M 3: 



CD o 

oo in 



^ CO r 

m r* - r 

vo m vo e 

r- ^ c 

in -g* r- t 

m o in t 

m J o r 



VO rn 

ifl ri * I 

id co r- 1 

r- r- i 

in cn co i 

m m to i 



rf irf H H H 

2 3<t<13<rt: 



i to en 

■ CM CO 

o in 



m 

o - 

r- cn co 

o oo in 

- O O - H 

I 3 h W W 

> < X oi K 

I CO 

- - in - 

C- CM VD CN 

* 00 Ul 

cm in H CO 

CO H ft CO 

in id co 

K K - co 
r> h 

- - O < 
H \o PI 

cm r- - 

i— I O CO tH 

co co in co 

o\ m h ^ 

in m < <n 

< < - « 



1 0\ Cft 

< en cm 

) CO CO 

\ in o 

i o r- 

: u w 



CO 00 

. ID VD 

r- co 

n m 

cm rO 

VO Ot 



3 < .a: < 



a* r- 

cm co 

oo ^ VD 

i/i ^ n 

MOO 

< W in 
o 

. - ~ ~ h, 

in cn cm o\ 

r» m tt r- - 

r- tN in cn *r 

O (N in N 

N O n * t> 

m cn *3« 

M M CO 

< < S 



. . . < . . 

in H co in n 

H CO H - n o 

vd vo 0% r* r» i-t 

(Tl n O O CA 

to p- vo in vo 

r*i vo o\ C7t fO H 

H M M H S 

ft < < S < < 



o cn 

r- r*> 

r- m 

1 CM 



fl O (Ti VO fl H 

cn cn in co m 

o in o m r- o 

00 ^ ^" CM 

vo o cn m cn cn 

01 H ID n O fli 
H 3 H H 



H MO 

- < m - 
cn o in r- 
in ~ oo m f\ 

CO O CO ^ H 

rH U1 VO CM fl 

in t h 3 o 

o cn < < r- 

S o rf 

< o - * *£ 

X cn r> 

- < in o » 
in in oo in 
^ - co in 

m m o ro 

O r- rn m o 



fM - 

H CM 



ro i-f 

CM \0 

h O m H 

vo co m 

H CO VD O 

a o r- r- 

S vo vo 

- < K m 

O H 

H » - rtl 



O H MHO 

h m m 

. n r» vd oj 

^ r- CM H 

(i CO rO CM 

^ co cm cn 



o o vo vo fo r- 

MN O CO PI O 

vo r- vo cm r- co 

CO CO H CO (N rl 

r- n cn tn r~ cm 

rn cm vo 

if St H rtj H H 

2 < < < ri: d: 



t fM 

< 2; - - < 

cn m 

- - rn in - 

rl CO tJ* O 

m co o co ^ 

in in vo vo 

o ^< h r- <J\ 

in s h ^ 

J5 2 < < S 



fMvor-inovD^mcn^VD 

fnr-^'<rr^cMoicnp)invD 
ro^osfMCTtHvocofMOcn 
r-rovomtntNOiHrMr-ch 
HioH^(*it»<<^ino\M 



in oo 
Tjt cn 
o cn 



O VO 

ro vo 

rH H 

m o 

VD 2 

CO < 



in r-i 
m n 

VD H 



CN CO CN 

cn in i 

CO O CO H 

r-t CN in CO 

2 M« O ^ 

ict m cn vo 

S h m 

* < < pi 



VO O H I 

o o cn 

m r- vo 

o cm m in 

J r* CN . 

< Ol S N 



O - VO o 

h n r- i 

r- rH VD CM 

cn VD CN 

o vo o cn 

W O M rij 

< « < 3 



p 












rd 






P 














rcj 






Q 






H 








<D 




0) 


m 
0 


0 


M 








OJ 






OJ 


0 


4-1 

0 


H 






a 








u 










a 








M 




>, rl 


m 




o» 






w 


M 






o 




J3 Q) 


CO 


rl 


w 


rl 






O 




XI 


OJ 


cn 


rl 


a 


M 






0> 














OJ 


VH U) 


OJ 






e 






x: 


o 


OJ XI 


4-1 to 


OJ 






JJ 












00 


01 XI 
OJ 




4J 










•a 


3 


m 


01 


o 


4J 




°« 


nj 




CJ 




rcj 


0) 




0 a 


aJ 




OJ 


M 


rB 


OJ 






OJ TJ 


a 


ta 






V 






0 




J3 - 


0 


4J TJ 


CO -H 


OJ 




X! 


0 




XI 




0 


JJ C 


CO -rt 


OJ 




C 


u 




•P 






-H jq 


4J 


a (J 


C 


u 




JJ 




01 


•H 


xT 


Jj 


c3 m 




u 






Oi 






OJ 


? 


U t 




•H r(J 


° S 

■H 3 


Oi 






OJ 


c 


r4 


i 






° £ 


Oi 




o g 




E 


c 


■H 


U ftJ 


H 








S 


a 


•H 


U 


rd 


H 


to 


-<H 3 






4-> 0 


on 


M< 


0 


o 


CO 


CO 




fi rtf 


4J 0 


CO 




0 


0 


CO 


CD 






c 


JJ 0 


CO 






-H 


rH 


Vi 




•H 


OJ U4 


C 


CO 


•H XJ 


•rl 


rH 


rl 




•H 


OJ 






n) X! 


-H X! 


-H 




to CO 






4-1 


a> 


)H 


T3 0 


OJ 


X! 


CD CO 






4-1 


OJ 




TJ 


0 


OJ 


jj 


0] CO 






o 




4- 












CD JJ 


o 


X) 


+ 




u 








OJ 


01 0 


0 


x» 


+ 


a m 










f 


oj ta 


1 


*H O 


ft CO 






Tt 


ftj 


& 


OJ 


id 


3 


*H XI 


ft m 






CJ 


V 


(6 


CD 






U rH 






OJ 


OJ 


ta 


a> 




o 


CJ 


rH 


jj 




OJ 


OJ 


fd 


0) 3 






Tt 


a 


CJ 


C 3 


OJ 




OJ 3 


u 




-cj 


c 


CJ 


c 




OJ 


XI OJ 


QJ 3 


V4 




X! Tl 


0) 


O 


3 


o 




§ e 


XI 


OJ 


Xi TJ 


OJ 


o 


P 


0 




OJ 


e 


X) 


rl 


x: tj 


OJ 


0 


4-> -H 




4J 


rH 


-H 


CO 




- Vj 


JJ -H 


X! 


jj 


rH 




CO 


& 






- OJ 


JJ -H 


% 


jj 


01 






U 


JJ 


V 


o 


IH 


m OJ 


CO 


3 




CJ 


JJ 


OJ 




o 


u 


^ X! 


cn 






O <U 




<-4 




C! 


13 


OJ <u 


OJ 


vo x! 


O OJ 




rH 


X 


c 


T3 


OJ 


tu 


OJ 


vo 3 


0 OJ 




rH 


4J M 


TJ 


at 


ID 


CD 


-H 


to 


cn m 3 


JJ rl 


TJ 


rd 


OJ 


OJ 


•H 


CO 




cn in 


JJ u 


TJ 


rd 




C 






> 


JJ 




OJ 


H 




c 






> 


JJ 




rH 


OJ 


rH - 






P 




ft( 


& 


>, 




0 


OJ flj 


jj 




•a oj 


ret 


& 


c 


0 


OJ 


rd 


jj 


■• f- 


TJ OJ 


rd 


cr 


g T) 




a> 




-H 




a 


O CM 






OJ 


rH 


■rl 


CU 


TJ 


rl 


c 


O o 


C TJ 




tu 


0 -H 






43 




f-H 


•H OJ 


•H 


S VD 


0 "H 






XJ 




rH 


■H 


OJ 


•H 


55 rH 


0 -H 






ft 4-> 


CN 


Vj 


nl 


4J 


o 


4J C 




CO 


ft u 


m 


rl 


(« 


JJ 


CJ 


JJ 


C 




n 


ft v> 


*j« 


rl 


CO 0 


VD 


0 




C! 




0 <u 


>i Q 


tn o 


vo 


0 


rt 


c 




0 


OJ 


Q 


to O 


vo 


o 


OJ CD 


in 




a> 


OJ 




oj cn a 


M 0 


(D OJ 


in 




cu 


OJ 


& 


OJ 


cn 


C 


M 0 


OJ OJ 


in 




U r-i 


rH 


c 


M-t 


ta 


R 




(0 


4J 


M rH 


rH 


c 


4-1 


to 




rH 




(d 


JJ 


U rH 


rH 


c 


U U 




m 


a> 


OJ 




U 4> 




o 


rl CJ 






OJ 


OJ 


rH 


CJ 


OJ 




a 


rl O 




(d 


o d 






u 


)H 


0 


3 X! 


tn 


OlI in 


O 3 




X! 


M 


u 


ft C 


XJ 


CO 


W in 


O 3 


6 


X! 


o q 


g 


4J 


cu 




ft 


C 4J 


•H 


til rH 


u c 


§ 


JJ 




ft 


JJ 


•H 


CO rH 


O CJ 


£2 


JJ 



WO 01/22920 



1366 



PCT/US00/26524 




in o vo cj 

(*> Ol \D t)< 

in * 05 * 

N M) O N 



(N (N o m 

(Pi n oi o 

«!• (N O 

cn < m u 

H < < 



00 00 
O H 
tH fa 



VO VO 

in r- 
o 

rH 00 

vo oo 

O H 

ft, b 









<c 




14-1 




ID 














■u 


M-l 






ID 


















QJ 


0 


O 












4) 




OJ 


0 


O 














OJ 






n 










O 




















o 








M 








43 


QJ 


VO 






W 


u 






0 


43 


OJ 


n 


u 








JH 






i 


43 




g 






00 


QJ 




4-1 01 


Q> 






£ 




45 


CM 


0) 




VIH 


V> 


0) 














s 


(NJ 


oua 


0 


4J 








TJ 




in 


D143 


0 




JJ 








TJ 




u 


« QJ 






a; 




c 


rt 




<D 


>H 


<tf QJ 






QJ 






ts 


10 




QJ 


in 


<d oj 




o 


_x» 




0 


jj 


TJ 


m -h 


qj 




43 


0 


43 




0 


JJ TJ 


ca 


•H 


<u 




43 


O 


_ Xi 


jj 




tn -H 


43 


JJ 


G 


G 


a 


U 




JJ 




Ol-H 


43 


JJ 


G 


a 


§ 




)H 




JJ 




0>-H 




o 


G M 






•H 


(6 




tn 






QJ 


c n 


i 




•H 


m 






Di 






1) 


G M 


E 


c 


-rl U 




H 






o g 




£ 


G 


-H O 




rH 






•H 








£ 


G 


-H U 


0 


0 


to to 






g 


ffi 


JJ 0 


0) 




O 


0 


ttt TO 






a 


(tf 


JJ 


O 


tn 




O 


O 


CO CO 


>H 




■h a) 


IM 


C 


cd 




•rl X! 


•H 


rH 


u 




-H 0) 


M-l 


C 


ro 




•H 


43 


-H 


H 


u 




-H 0) 


4-1 


a> 


u tj 


0 






43 


01 CQ 






VH 


QJ 


in TJ 


0 


OJ 




45 


to 


to 






tM 


OJ 


JH TJ 




in 








W 


JJ 


0 


XI 


+ 




U 






OJ 


u 


JJ 


O 




43 


+ 




u 




TJ 


(0 


*. 


(8 




■H 


0 


a cd 






TJ 


(B 


i« 


(0 


3 


•H 


O 


a 


CO 






TJ 


tti 


e a> 


QJ 




0 o 


rH 


JJ 




43 


OJ 


0) 








8 8 


rH 


4J 




43 




OJ 


OJ 




0) 




o u 


XI 


c 


u g 






43 




0) P 


M 




■3 


G 






OJ 


43 




OJ 


P 


rl 




TJ 


G 


U G 


3 


0 


QJ 




43 




QJ 


43 tj 




0 


P 


0 


OJ 


1 


43 




QJ 


43 TJ 


OJ 


0 


P 


0 


0) 


rH 


■H 


on p 








U 


JJ -H 




4J 


f-H 


-H 


W P 








U 


JJ 


-H 


i 


jj 


rH 


M 


CO P 


U 


JJ 


0) & 


0 


tH 


in 


QJ 


to 


« 




O 


JJ 


o tr 


0 




VO 


QJ 




CO 






U 


JJ 


qj cr 


X 


G 


■d OJ 


<W 


0) 


VO 




O QJ 




rH 


X 


G 


TJ OJ 


VM 


OJ 


VO 


43 


0 


0) 




rH 


X 


c 


TJ OJ 


QJ 


QJ 


■H 03 




oi in 




JJ )H 






Q> 


QJ 


•rl m 




tn m 


> 


JJ 


rl 


TJ 


nj 


QJ 


QJ 


-rl 10 




i> 


JJ 


rH 


a 


H 






G 






> 


JJ 


rH 


OJ 


H 








G 


P 




§ 


JJ 


S C 


O QJ 


(TJ 








TJ OJ 


flj 


>i G 


O QJ 


nj 


jj 






TJ 


QJ 


HJ 


0* 


>, 




0 OJ 






0) TJ 


U 


c 




o 


s ^ 




OJ 


r-t 




QJ TJ 


M 


c 




r- 


C TJ 




QJ 


rH 


-H 


0) TJ 


43 




rH -H 


0) 


•H 


8 


o 


0 -H 






XI 




rH -H 


a) 


-H 


§ 


n 




•H 






43 




rH -H 


n 


JJ 


u jj 


G 






fn 


a +j 


in 




id 


JJ 


O JJ 








in 


a 


JJ 


VD 


Vi 


(IS 


JJ 


U JJ 


u 


c 


P O 


QJ 


>, Q 




CO o 


VO 


O 




c 


P O 


OJ 






in 


O 


VO 


0 


)H 


C 


P 0 


o> 


OJ 


G QJ 


0> 


G 


M 


0 


a) QJ 


in 




0) 


a) 


a qj 


cn c 


M 


O 


OJ 


0) 


in 




QJ 


OJ 


&5 

rH U 


tM 


to 


SrH 


r« 




u 


)H rH 


H 


g 


VM 


to 


SrH 




(0 




JJ 


u 


rH 


H 


G 


«M 


to 


(U 


QJ 


rH U 


QJ 




a 




)H U 




n) 


0) 


QJ 


rH O 


OJ 




a 




u 


U 




id 


OJ 


0) 






O 3 


43 


CO 


u 


in 


O P 


O 






>H 


O 3 


42 


CO 


w 


in 


O 


P 


O 


43 


u 


>-l 


O P 




a 


a G 


4-> 


•H 


CO 


H 


o a 


z 


JJ 




a 


a c 


JJ 




cyi 


H 


u 


G 


53 


JJ 




p. 


(X G 



WO 01/22920 



1367 



PCT/US00/26524 



hj 


i)-) 4-1 






ID 














4-1 




ID 














4H 4H 






ID 














a) 


0 o 














ai 




a> 


O 


O 










CD 




a> 


O O 














CD 






u 








o 








n 










a 








U 


>, r4 








8f 








>H 






V 


<J\ u 






w 


u 










4) 


in 






u 






8 


XI 


a> 


CTl W 








U 






0 




XI 




rH 4) 




4-t 


U) 


a> 






i 






ro 


4) 




a) 












r- a) 




MH 


w 


4) 






E 






■§ 




O 


xj 








TJ 




U3 


cnxt 


0 d 


aj 








TJ 




m Oi XI 


O 




4J 






Jh 




TJ 




(U 






C 


td 




a) 




(0 4) 






0) 




nt 




CD 




rtJ CD 




4) 






a 


(0 




CD 


«» 


4) 




O 4J 


TJ 


at 


■H 


<u 




x: 


O 


X> 




O 


XJ TJ 


m *h 


<u 




xi 


O 


XI 




O 4J 


TJ 


tfl 


•H 


CD 




X! 


0 


01 


XI 


XJ 


XJ C 




c 




u 




xj 




CD *rH 


xT 


xJ 


C (h 


C 


M 




4J 




01 -H 


XJ 


4J C 


c 


c 




U 




XJ 


4> 


-H 




•H 


m 


O 




CO 






a> 


C rl 






•h nj 


o a 


01 






a 


C U 


1 


■H 


nj 


o 




01 






CJ 




ta 


H 


-H 






e 


C! 


-w u 


(TJ 


H 




•H 3 






E 


a 


•H CJ 


(6 


rH 




-H 


I 






B 




•rl 


U 






ni 


XJ 


I 


to 






O 


to ta 






d 


iJ O 


to 




0 


0 


CO CO 




c 


nJ 


U 




CO 




O 


o 


CO 


es 




c 5 




•H 




-H 


r-l 


s 




■<H (U U-l 


C 




■H X 


-H 


H 


u 




■H 4) 


HH 






•H 


XJ 


*H 


H 


>H 




-rt 


0 


a> 


X! 


CO 


10 








<D 


^ TJ 


O 


4) 


x: 


(0 (0 






U-l 


CD 


H TJ 


O 


4) 


x: 


CO 


to 






U-l 


CD 




TJ 




4) ta 


u 


O 




X) 


+ 




U 








0) 4J 


O 


XI 


+ 




Vh 


ft 




4) to 




O 




XI 


+ 




rH 


1 




<d 


3 -h 


O 


a tn 






TJ 


(0 


E <u 


nj 


s 


■H O 


04 co 






TJ 


(0 


E CD 


m 


3 "H 


o 


a 


to 






TJ 


tB 




CD 


i— i 


xj 


X3 




11 


4> 




4) 




0 o 


rH 


xj 


Xt 


CD 


CO 




CD 




O U 


rH 


JJ 


xi 




4) 


a> 


(0 


4) 




o 


o 




a; 




4) 


P 


M 




TJ 




u a 


P 


CD 




a p 


U 




TJ 




U C 


P 


CD X» 




4) 


P 






TJ 




u 


c 


i 


XI 


<U 


x; 


TJ 




0 




o 


<t> 


rm 


XI 


0) 


X! TJ 


0) 


0 


P 


0 


CD 


ft 


XI 


CD 


x: 


TJ 


CD 


0 


P 


o 




4) 


u 




H 


-U 


-H 


1 


XJ 


rH 


-H 


10 p 




- H 


4-» -H 




4J 


rH 


•H 


to p 






jj 


-H 


x: 


XJ 


rH 




to 


& 


o 


u r-~ 


0) 




(0 






u 


4J 


<u & 


o 


Vh 


CO 0) 


ta 


f 




O 




o 


u en 


<D 




to 


3 




U 


XJ 


o 




IM 


a> vo 




0 


0) 




rH 


X 


U 


TJ a> 




(U 


vd x; 


O a 




rH 






TJ QJ 


IW 


CD vo 


« 


0 


CD 


S 


r-t 


X 


C TJ 


4) 




tn in 


■s 


XJ 


u 




(!) 


a> 




•h ta 






XJ M 


TJ 


rtf 




<D 


-H CO 




Oi m 






H 


nf 


CD 


4) 


-H 


to 


rH 


a> in 








! 


3 




I 


4-) 


rH 


<u 


r-t 




C 






> 


4-> 


rH 


0) rH 










& 






XJ 






4-1 ■■ 




TJ 


4) 




tr 


>, 




o ai 




XJ 




TJ CO 


(4 


& 


c 


O CD 


*tJ 


4J •• 






4) 


rd 








0 


4> 




p: o 


cn 


C 


TJ 


a) 


rH 


•H 


CD TJ 


Vj 




O o\ 


C TJ 




4) 


rH 


•rH 


CD TJ 


U 


c o 






TJ 






rH 


•H 


CD 


TJ 


CD 


-h a 


m 


O 


•H 






x> 




rH -H 


4> 


•H 




O "H 






XI 




rH -H 


4) 


■H S 


<Ti 


0 


-H 






XI 




rH 


■H 


c 




m 






u 


m 


4-> 


U XJ 


c: 




\D 


a v» 


CD 


Vt 


(tt 


4-> 


U 4J 


« 




ro 




C\ 




ai 


XJ 


o 


XJ 


Q) 


>,a 




to 


o 


io 


0 


U 


C 


3 O 


4) 


>, a 


to 0 


U> 


0 


Vh 


c 


P 0 




P 




to 


O 


M3 


0 


Vh 


a 


p 


0 


cn 


C M 


O 


0> 


<D 


in 




4) 


<u 


C CD 


a> a 


H O 


0) <D 


m 




4) 


4) 


RJ5 


01 


a h 


O 


4) 


4) 


in 




CD 


CD 


& 


4) 




xj 


H 


rH 


H 


C! 


hh 


ta 


>iH 








r< rH 


rH 


C 


MH 


to 






(A 


4J 


M 


rH 


H 


c 


LU 


to 




rH 




a 




n 


O 




(0 


a) 


a> 


rH U 


a> 




a 


M O 




n( 


CD 


<U 


rH CJ 


CD 


a 




V< 


U 




ta 


CD 


4) 


rH 


U 


Xi 


CO W 


in 


0 


P 




X! 






O P 


X! 


to 


W m 


O P 


O XI 




H 


O P 


x; 


to pq 


in 


O 


p 


O XJ 




rH 


0 


P 


u 


-H W 


H 


o 


a 




xJ 






a e 


XJ 


•rl 


W H 


y c 


2 


4J 




a 


a c 




•H W 


H 


u 


(3 




4J 




a 


ft e 



WO 01/22920 



1368 



PCT/US00/26524 



in 

o o I 

00 vo I 

n co i 

<r m ■ 

vo s 

- - - S < - 

fl) (M fl 1 M 

to m o - - 

(D n ^ 00 M 

co m vo n o - 

in m M n o o 

o o oo * > * 

m <d r- cn <n 

<C < <I ^ H [- 

H rtj f* 

r-l r- iH riC 

n (N W » - <. 

r> CN VD CTi <A 

u> iH m t-t - 

00 N O CO h IN 

h cm oo oo o r- 

H H 00 in in 

rt| < < H iH o 

H J ^ 

^ - 3 a 

r- oo o 

r- in r- - - * 

0 n oo LO <Tl fM 

01 h oi n oi h 
oo cn H r* n 

H rH o r- o o 

S J S w ci ^ 

< 3 < a vo 

- - - - *c - 

00 fl Ch OA 

vr> r> m vo » vo 

vo in in co r- rH 

00 CI 00 H (*l 

01 N m o W if 
to r* H O H p] 
H ft H h t-» rf 

< < < < E-" < 



o\ m r» tj< 

r- o> o Oi 

h ^ in vo 

< o ov o 



I <n oo 

i o oo 

* vo o 

» ^ CN 

> rH 00 

! EC m 

- -I 



ID H H 

m cn m 

2 OO H 

< CO < 
H 



CO 

in - in 

vo in r- 

H m in 

rt H N 

h Ifl H 

s s s 

vr» in o 

oj m id 

in r f 

in oo 

rr m vo 

o ss <=> 



in cm 

CO H 

VO CN 

H O 

in cm 

H O 

< < 



in r> i 

Cft CN I 

r> r- i 

H CN I 

vo ro i 

O H i 



as 



i 0\ 

i o in 

VO CN 

t ^ CN 

i r- 

: 2 tc 



I VO fN 

en r> 

H O 

i Ch CN 

i H 33 



O 'tf O O I 

vo m eft o r- i 

<f h io o o 

CN n rH O rH i 

r» h p- (** U* I 

<j» <C ffi < <C i 

M 

4 , . ~ - 

o iH in n i 

. tj< (N vo -cr < 

vo CO o o < 

cn eo r- vo o\ < 

H -tf CN O H < 

*J< H rH O O < 

w «rf pq I 

ocj <; < 3 < i 




X! in <u < 
3 m OiXi 



•2 5 





c 


rt 


JJ 0 


to 




MH 


d rt 




•H XS 


■H 


rH 


0 


4) 


xi 


w to 








n to 


JJ 


0 


X) 


+ 


m 


3 -H 


o 


a td 






rH 


4J 


XI 


D 












cu 3 


n 






X? 


CD 


Xi Tl 


«) 


0 






In 




x: 


jj 


o 


U o 


1) 


to 


? 




M-t 


4) r> 


xi 


O V 




H 




rn in 


3 


JJ iH 


T3 




rH 

nj 


(U rH 

u ■■ 






an 


& 


u 


c o 


VO 


c -a 




V 


OJ 


-H !s 


VO 


O -H 






d 




in 


a -p 


o 


u 


at 


>t Q 




to 0 


r- 


0 


01 


C M 


O 


(U V 


m 






rt 


jj 


VH 


r-t 




0) 


a 




VH u 




nJ 




to w 


in 


0 3 


O 


JJ 


•H W 


rH 


u c 




4J 









nj 


of 


MJ 












<b 




01 




o 












u 










o 








o 


X! 










w 


M 






e 






vo 


0) X) 


VH Ul 


0) 








TJ 




H 


0> 




0 


JJ 






n 


n) a; 






OJ 




d 


ft) 




X! 


o 






0 


JJ 


d 


» -ri 


0) 




*J 


qj 


01 -H 

a h 


Xl" 


-U 


in 


«j 


on 
n 


01 




E 


n 


■H U 




rH 




<o 


•H 3 






0 


o 


tn to 






C 




JJ 0 


to 


-* 


u 




-rH OJ 


U-l 


c 


rd 


X! 


-H X! 


•H 


rH 


H-i 


<u 


U T) 


0 


4) 




4J 


CO (0 








)H 






0) 


[Q 


0 


0 


Xt 


+ 


TJ 


CtJ 




td 


s 


•rt 


Xl 


a to 




rd 


0> 






rH 


JJ 






u 


0) 


T3 




8 8 




0) 


x» 


01 


0J p 


n 




3 


§ 




1 


XJ 




u 


Xl 




0 


rH 


-H 


a d 


ri 






0) 


JJ -H 




jj 


o 


4J 


cu tr 


o 


r< 


rH 


Xi 


to 


3 




X 


t: 


tJ a> 




CU 


r- 


? 


o a> 




rH 


D 


0) 


•h to 




rji in 




JJ M 




m 




> 




rH 


0) 


rH 






d 


& 




o cu 


m 


jj 




r- 


tj cu 


rd 


rH 


-H 




M 


d 


i 


in 


d tj 




o 


X> 




rH -H 


0> 


•H 




VD 


o -h 






m 




u u 


d 






l-t 


p, jj 


rH 


r* 




d 


D 0 


<u 


>. Q 




to o 


r- 


o 


4) 


(U 


C 0) 


Ol 


d 


H 


0 




in 




UH 


to 


>,rH 








JJ 


U rH 


rH 


d 


V 


<a 


rH U 


o> 




o 




u u 




ns 


u 


u 


0 3 Xi 


to 


td 


in 


0 3 


O 


Xl 


04 


a 


a d 


u 


-H 


CO 


rH 


u d 




JJ 



O 4-1 

a o 

>, U CN 

xi cu r- u 

Xi rH O Xt 



0) 


M 


rt 


CU 






0» TJ 


X! 


0 




Xt 




o 


JJ 


c 


JJ 






-H 


X? 


JJ 


d 


rt 




0) 




)H 


1 




-H 






d 


•H 


u 


rd 


rH 




rt 


8 


0 


(0 


to 






d 




Vj 




-H 


0) 


m 


d 


rt X 


4H 


a) 


VH TJ 


o 


0) 




jj 




M 








0) 


to 


0 


T3 


rd 


! 


0) 


rd 


3 


■H 


x> 








u 


rH 


JJ 








d 


u 


c 




0) 


x> 


0) 




0 




0) 


1 


X 




u 


rH 


-H 


to 










V 


u 


JJ 


ai 


g- 


o 


iH 


CN 


i 


X 


d 


TJ 


0) 


VM 


0) 


r- 




0) 




■H 


to 




Oi m 






> 


JJ 




rH 


0) 


fH 




>> d 


o 


0> 


rd 


JJ 




vo 


rH 


-H 


OJ TJ 


U 


d 


6 


CO 


Xt 




rH 


*H 


0) 


•H 


a 


rH 


rt 


JJ 


U 


JJ 


d 






H 


n 


d 


3 


0 


0) 






0) 


0) 




0> 


01 


c 


H 


0 


iM 


to 


& 


rH 




rt 




JJ 


a) 


0) 


rH 


u 


OJ 




o 






u 


o 


3 


XJ 


0} 


ClI 


m 




0* 


a 


d 


JJ 


•H 


CO 


H 



VH 01 

o 

d 



■2 S 

to to 
o 

& w 

4) 

OJ 3 
X TJ 



a o 

x jj . 

3 



H 0 'H - 



WO 01/22920 



1369 



PCT/US00/26524 



00 o 

CTi VO 

O (M 

O ^ 

go cn 

tn o 



\t> cn r-» 

H O U) 

h in o 

C\ 00 iH 

VO 01 H 

H H ft 

Sum 

< tf 



cn n cn 

r» m 

r*~ M r** 

m cn id 

o cn r- 



.3 -3 



fN 

(N VO H O 

mm - vo - U, 

w h mm m 

fj\ fN r- fN cn - 

0\ (O O h OV H 

cn oo cm cn cn 

HH rf If) H 00 CN 

< S! !2 rt! !2 ^ 



CO 

fN cn , 

r*> - m 

vo co r- 

n cn a 
r- vo 

r- - 

H h fl" 
< 00 o 

in 

^ cn 



oo 



h H M 

(N in CM 

r> ro in 

f H H 

o cn cn 

o cm 



S I 3 3 < & 



vo 

n in - 

o in H 

M rl 

r- cn 

n cn H 

£ H ro 

S 4 o 



<T CO 

cn ro - 

o cn m 

o; vo o 

ro o 
n< 

1 ^ 



ro 



r^vDcncnr-vocnaj >x> co 

o» h «n in « oo H - E o vo 
CNcnr--^THU)ooHvo r- vo 

UlNh^lNnHtDUl » (N H 

covQr^rovocncoinr , -invoco 

U)ONU)OOminNr(N(NO 
HrfHi5(f<tHrfHlflHtf 



uj r> I s 

o o in 

fN n cn 

cn co cn 

co ^ o 

rH VO cn 



* m H r> n 

h ^ co o\ io » 

cn o cn u> ro in 

r~- cn H o co o 

n n m o if w 

cn o in o cn cn 



vo CO 
-mo 
o co r- 



o o 

- fN r- 
cn m o 

o in 

cn vo 

J X 

ro cn 

v cn m 

0\ rl O) 

tj* cn r~- 

* h in 

cn X X 

CO 

o - 

rf| ro cn 

rt! o r* 

ro in 

- r- ro 
o t* 00 
CM X X 

o 

in - - 

cn ro in 

M * f 

r- t-» 

* i> *x> 

r* r- 

o X X 

H 

in o cn 

cn r- cn 

f£ VD CO 

^ n H 

in rH 

- a p 

in 



in - 

in n cn 

in co vo 

cn co cn 

Oi r- r- 

r-t O 

- Qi O 

° y 

o - < 
Cn rH 

Q CN CO 

-tf CN 

N in 



i ~i ~i i 'i s 'i s e § s S 







at 










Q 












(« 


<+-) 




Q 














rrj 








Q 






UH 


4-1 






H 














0 


tJH 


H 
















MH 


IW 




M 


tu 






0 


0 


















0) 




0 










cu 






cu 


0 


0 




o 


n 




rJ 










o 








r< 






8 














in 






0 


xt 


<u 


H 








u 








i 


XI 


cu 


CN 


n 




rH 






0 






cu 






Id 

U-i w 


E 






H 








to 


a> 










tH 


OJ xt 


H-t W 


<0 






E 










cu 




xt 


i 


r- 




O 




jj 








tJ 




H 


01 


O 


JJ 








rd 


T3 




CO 


cn xi 


0 




(Q <u 






(U 






d 


rrj 




CU 




rd Q) 






CU T3 


d 


at 




OJ 


u 


OJ 






cu 




d 


0 


_Xt 




0 


*J 




CD 


-H 






X! 


0 


XI 




0 


jj d 




OJ 




xi 


0 




X) 




O 


JJ 


TJ 


CO -H 




01 *H 


jS 


JJ 




I 


d 








JJ 




01 *H 


xT 


JJ 


d nt 


d 


u 




4J 




cn 




X)" 


JJ 


d 


d 


d 


o 


C rH 










0 




01 






OJ 


d U 






■H 


-2 S 


m 






OJ 


d 


rH 






•rH 


at 


0 S 


c 


*H U 


at 


H 














d 


•H U 


(TJ 


H 


at 






e 


d 


-H 


u 


at 


i-H 






-rH 3 


0 


U CO 




a 


rtJ 


jj 




CO 


^« 




0 


CO 0) 






d 


JJ 0 


CO 




0 


0 


tn 


01 






d 


at 


JJ 0 




•H CU 


IU 


d 


cd 




•H 




-H 


rH 






-H OJ 


4H 


d 


nt xi 


-h xi 


•H 


rH 


M 




-H 


OJ 


»M 


fi 


rtf 




•H XJ 


<U 


U TJ 


O 


OJ 




Xi 


CO 


CO 






IJH 


OJ 




o 


cu 


JJ 


to tn 






4H 


OJ 


rJ 


TJ 


o 


cu 


to 


XJ 


m to 


U 








CO 




0 




^3 


+ 




^1 






CU 


CO 0 


O 


xt 


+ 






8- 






OJ 


jj 


o 


ra 


g 0) 


CD 


s 


-H 


o 


a 


n 






T3 


ffl 


E OJ 


« 


? 


•H XI 


ft cn 






T) 


n) 




CO 


rtf 




■H 


o 


ft to 




0 u 


r-t 








a> 


0) 




CU 




0 O 


rH 


jj 




OJ 


<U 




cu 




O 


u 


rH 


JJ 




X) 


OJ 


d 


u c 






Xi 




<D 








Tt 


d 


o d 




cu 


xt a 


OJ 3 


Vh 




TJ 


C 


o 


d 




4) 


X> 


OJ 


OJ 3 


0 






XI 








13 


CO 


0 




0 


CU 


1 


Xt 




XJ TJ 


a> 


0 




O 




cu 


1 


XI 




J3 TJ 


■H 












jj 


•H 




JJ 


rH 


■H 








- OJ 


JJ -H 


XJ 


JJ 


rH 


-H 


to 


& 






IH 


JJ -H 


JJ 


oj tr 


0 


rJ 


m 


a> 




CO 


■B 




U 


JJ 


s & 


0 


u 


tt* x: 


to 


3 




u 


JJ 


cu 


0 


n 


in 


OJ 


CO 


d 


-a a) 


<H 


<L) 


r~ 




o 


<u 




1-1 




d 




M-l 


cu 


t- ? 


O OJ 




rH 


X 


d 


T3 


cu 


UH 


(U 


r- 


X! 


o tu 


OJ 


■H (0 


tn in 


3 


JJ 


M 


T( 


ret 


CU 


CU 


•H 10 




Oi in 


JJ ^4 


T3 


rO 


OJ 


cu 


-H 


CO 




o> in 


? 


JJ u 


I 


JJ 

0 <L) 


c-4 

to- 


a 
jj 


H 




T3 


CU 


a 

rtf 


& 




JJ 

O fl) 


H 
flj 


cu 
jj 


H - 

■• in 


T3 <U 


d 
at 


qu 




£ 


JJ 

0 


cu 


rH 

rd 


ai 
jj 


iH 




TJ <U 


■H 


CU TJ 


rn 


d 




in 


d 


U 






■r> 


CU TJ 


U 


d 


O n 


d T) 




cu 


rH 


■H 


cu 


TJ 


U 


d 




cn 


d tj 




rH -H 


OJ 


*H 


g 


CN 


o 


•H 






J3 




rH -H 


OJ 


•H 


5; rH 


0 -H 






Xt 




rH 


•H 


cu 


-H 




in 


0 H 


JJ 


O JJ 
3 0 


C 






r- 


CL JJ 


f*i 


u 


fd 


JJ 


U 4J 


G 




H 


ft JJ 


*r 


u 


rd 


JJ 


o 


JJ 


d 






CO 


ft JJ 


c 


0) 






CO 


o 


r- 


0 


M 


d 


3 0 


cu 


?s Q 


to O 


r*- 


0 


u 


d 


a 


o 


cu 






to o 


0) 




cn 


C 


M 


0 


CU 


4) 


in 




OJ 


OJ 




0> 


d 


M O 


OJ CU 


in 




cu 


0 


d 


OJ 


Oi 


c 


fH 


O 


CU 0) 


CO 


£5 


rd 




jj 


u 


i— i 


H 


d 


MH 


0} 






rd 


JJ 


U rH 


rH 


d 


UH 


CO 






at 


o 


u 


U rH 


4J 


rH u 


OJ 








u 


O 




ro 


CU 


CU 


rH U 


OJ 




a 


iH U 




rd 


cu 


QJ 


rH 


u 


OJ 






1-1 u 




O 3 


x: 


CO 


g 


in 


0 


3 






U 


u 


0 3 Xi 


CO 


W in 


o a 


o 


X! 


u 




O 




X! 


CO 


w 


in 


0 P 




ft C 


jj 


•H 


CO 


H 


o 


d 


s 


JJ 


(X 


a 


a d 


JJ 


•H 


CO rH 


o d 




JJ 


CU 


ft ft 




JJ 


■H 


CO 


H 


u d 



ffi in «• 
rH r~ 

- X CN 



h h ^ 

cn 



rO CD rH 

cn vo r- 

rH r- ft 



WO 01/22920 



1370 



PCT7US00/26524 



inrjocM r-i r- cn o\ o 
a\ in on - o cn Ln (n u> 

CT\O)n0\OHhChCnOO 

coooooir-r-^cNinin 
voooooi/ir^oonoon 

" ""-as 



< < < < H 



h o) rtj i-i 2 
3! < < , 



mocN <f H io oi <N n m 
ff»niflOoomcocO"d , tn 

rHr>COU)CN*OCOinCNO 

WMrftHHHHHHHt^ 

- - - - - W 

<TtrHt-H\Olft^VOr-r--CN 

iHcococooTriocornrHr* 



oooininfscnoomvoo 
m^or-Hr>iHCNcoor> 

HMMrfHHMrfSHM 



win m n 

m n 1*1 co 

O H (Tl rl 

n < fN i-t 

rf 3 O 

- < O 

oo r- r> 

n r- Lft » 

n <r i-h 

t*» o Oi oo 

O rf H 

m *5 n H 

- rH - pdj 

fS 00 Cft 

H 1(1 H - 

oo ^ co n 

LO If) O CM 

(N < n d 

3 < P <=> 



rl H r> 

rl (N IA ffl 

in n f m 

m o ct> 

3 5 d S 















as 


tu 


UH 


ID 












(d 


of 


4-1 






ID 












id 




M-l 






ID 








QJ 






a) 


O 


o 










QJ 




QJ 




0 














QJ 




QJ 


O 


0 














H 










a 








u 




>! M 


CN 








o 








tH 


Jh 










o 


rH 






O 




XI 


at 


co 


tH 




u 






0 




X> QJ 


(N 


u 






pq 


tH 






i 


xt 


QJ 


in 


tH 






pa 


Q> 






£ 






xl 


H 


fl) 


U-) CO 


V 






E 




XI 


\o 


QJ 


X) 




W 


cu 










XJ 




QJ 




m 


to 


XJ 










XJ 




r> 


OlXt 


0 


XJ 










•a > 


H 


01 




0 




XJ 








XJ 




vo 


cn Xt 


o 




rd 




CJ 


U 


ta 


CJ 






a 


a 


m 




QJ 










QJ 


xt 




d 


cd 




QJ 


tH 


td at 






QJ 


xt 




ci 


0) 




X! 


0 




XI 




0 


XJ Tt 


CO *H 






X! 


0 




xt - 


0 


XJ 


c 


to 


-H 


QJ 




XJ 


o 


xt 




0 


XJ 


U) 


•H 


U 




XJ 




oi 




xt" 


XJ 


a a 


c 


8 




XJ 




tn-H xj 


XJ 




id 


§ 




u 




XJ 




01 -H 


xT 


XJ 


c 


c 


§ 




01 








c 


>H 


i 




■H CO 




Di 






QJ 


c 


M i 




■H 








01 






0) 


C! U 






•H 


rd 




Ci 




£ 


c 


•H 


u 


(0 


rH 










B 


■H 


o <d 


rH 




<d 


•H 








% 


§ 


-H U 


id 


rH 






•H 


3 


CO 




O 


o 


CO 


CO 






C A 


xj O 


01 






O 


CO 


CO 




c 




XJ 


0 


in 








CO to 






c 


id 


XJ 


0 




rH 


>h 




-H 


QJ 


«M 


n 


<d 


•H X 

co m 






2 






Q) tXi 


c 


rB 


XJ 


-H 


X! 


•H 


H 


u 




-H QJ 


4H 


c 


id 




-H 


X 






U-l 


QJ 


M 


X) 


O 


0) 


XJ 








QJ 




XJ O 


QJ 




XJ 


10 


to 






<XH 




U Tt 


0 


0) 




XJ 


CO 


CO 


xt 


+ 




u 








a 


Ifl XJ 




xt 


+ 




U 






QJ 


CO 


0 


o 




XI 


+ 




)H 


a 




QJ 


to 


XJ 


0 








tJ 


cd 


I 


QJ 


id 


3 


-H O 


a n 






TJ 


m 


1 


QJ cd 




-H 


XI 


ft 


CO 






XJ 


<d 


E QJ 


at 




•H 


0 


Pi CD 


0) 


rd 


QJ 




O 


CJ 


rH 


jj 




flj 


<u 


cd 


aj 






U rH 


XJ 








QJ 


cu 


rd 


cu 




o u 


rH 


XJ 




X 




QJ 


u 




TJ 


C 


U 


C 




(U 




Q> p 


u 




T) 


t: 


O 




Q> 


X) 


QJ 


0) 


•3 


lH 






c 


u c 


| 


QJ 


Xt 


QJ 


QJ 




0) 


0 




o 


QJ 


1 

M 


-Q 




J3 XJ 




0 




o 




qj e 


XI 




U 


XJ 




<u 


0 




0 


QJ 




Xt 




XI 


Xt 




u 


rH 


■H 


CO 






- u 


XJ -H 


% 


XJ 


rH 


*H 


CO 


3 rl 






ai 


XJ 


■H 


XJ 


XJ 


rH 


'l-i 


03 p 








tH 


XJ 


•H 


•§ 




U 


XJ 


a> 


& 


O 


tH 


\£> Q) 


to 






U 


XJ 


QJ 


& 0 


U 


r- 






co 


3 




U 


XJ 


Q) & 


0 


)H 


CO 


QJ 




to 




rH 




C 


n 


cu 


«w 


0) 


r- xj 


O QJ 




rH 


X 


a 


XJ 


QJ fH 


QJ 


r- 




0 


0) 




rH 




CJ 


Xt QJ 


1X4 


QJ 


r- xj 


0 


a> 


XJ 


cd 




o> 


-H 


CO 




CP in 3 


XJ U 


•o 


(0 


V 


<u 


•rl 


(0 


01 in 




XJ 


V4 


XI 


fO 


QJ 


QJ 


•H CO 




cn in 


S 


XJ 


ta 










jj 




rH 


QJ 


rH 




c 


& 






XJ 


rH 


4) 


i-i 








c 


& 




> 


XJ 


rH 


V 


rH 








01 


tJ* 






o 


cu 


id 


XJ 




Ti flJ 


(0 


>1 




0 


<t) at 


XJ 






n 


QJ 


m 






0 OJ 


<d 


XJ 






Xt 


at 






rH 


■H 


fl) T3 


J-t 




O CM 


C T3 




a) 


rH 


■H 


QJ 


X3 M 


a 


g 


m 


c 


X) 




QJ 




•H 


QJ Tt 


U 


C 


g 


C\ 


§ 


Tt 






XI 




rH 


*H 








0 -H 






X) 




rH 


-h a* 


•H 




VD 


0 


-H 






Xt 




rH -H 


4) 


•H 




in 




-H 


in 


1h 




X-> 


on 


XJ 


£ 




r> 


P< u 


\o 




to 


XJ 


u 


U C 






tH 


a, xj 


r- 


U 


rd 


XJ 


U XJ 


c 






*o 


Cm 


r> 


0 


1-1 


C 


o 


CD 


S Q 


co 0 


r- 


0 


Vh 






0 0) 


>, a 




CO 


0 


r- 


0 


tH 


c 


3 0 


QJ 


>i O 




CO 


O 


m 




fe 


<U 




0) 


01 


C 


M O 


cu ft) 


in 




CD 


QJ 




CU Dl 


a 


M 


0 


0) 


QJ 


in 




QJ 


0) 


C OJ 


01 


G 


M 


0 


OJ 


CU 


H 


fl 


0} 


& 


rH 


«J 


XJ 


^ rH 


H 






CD 


& 


rH 


to 




XJ 


M 


rH 


H 




U-l 


CO 


>,rH 




rd 




XJ 


tH 


rH 




m 


QJ 


0J 


rH 


o 


(U 




O 


rl U 






CU 


0) 


rH 


U QJ 




a 




H 


o 




(d 


QJ 


QJ 


rH U 


QJ 




o 




Jh 


U 




xi 


U 


u 


O 


d xj 


CO 


w in 


0 3 




XJ 






0 


3 X! 


CO 


u 


in 


o 




§ 


XJ 


r-l 


tH 


0 D X! 


to 


w 


in 


O 


3 


8 


XJ 


ft 


a a 


c 


*J 


*H 


W H 


O C 




XJ 


a< 


Pi & 


C XJ 


•H 


w 


rH 


o 


c 




XJ 


a« 


a 


a C 


XJ 


-H 


to 


rH 


u 


a 



WO 01/22920 



1371 



PCT/US00/26524 



in 

CM 

on co r> 

Q - t- 01 

o\ ■<# <n 

> O H 

in v o n 

W H M O 

(N m •£ Clj 

n ai < 



H rt fl 

V W h 

in o\ m 

. * H * 

o in oo co 

rO a O X 

cn - 2 - 

t> in m 

r> cn - oo 

t-l vo o 

< co r- co 
cm ^ oo 

* o\ in h 

in H vo *t 

« ril h 3 

r-t 

^X) - - - 

H O O CN 

r*"> O O 00 

^ « tn H 

< CM H <N 
CO iH 00 

- Q &* Q 
H 

\0 ~ - > 

t- en co vo 

rH O CO CO 

r> cm cn 

cn cn n m 

►t£ CO ^ VO 

3 P N h 



.3 



cn cn 

VD CO -«) H 

m cn cn r» 5 

H CN CO V£> < 

cn co o o 

CM ^ O M - 



- m - 

in o in 

in in cm 

h r» h 

V0 tj VO 



CM 



■ m 



*£ H in d i 
- <C - o cn i 



in cn - vo ^ 

r*> n n r* 3f 

O H H ^ < 

O H ffl H 

TJ< 0\ H 00 

H M iH <£ H 




cm ^ cn <n 

CD ^ O ID 

r- o ^ o 

H H ro 

co *£ in m 

P s p! o 

flu 

* * ~< 

M ^ CO 

H O 00 - 

^ 00 ffl f) 

in «) n h 
u) o ^ n 

H fN N * 

-5 -B 



cn r~ (N vd 

o ^* en r» 

co in o xj< 

cm cn cn in 

rf o vo 

2 Cn < H 



ovDinr-cMfirHcnoin 

mvOincOCMC^r-fVDVDfM 

onoiinHnininmH 
voinmocNtncncN^cN 
invoOMtTifOOooiH 



333 



< < 41 



H M J 

<c < a 



iHOCN(Nr-rsir-cn^Tr 
co^tnvoHcucNOinH 
mu>tnin^o\<nNtnin 
*r*r«3<dcn^ocnr>criTr 

r~co^ro^rcnfMrnoco 



inHHTfoooooimd 
nom^oo«5in\DfntN 
u)incoou}NU>^r4CD 
cocooocnrHcocnr-OM 

^r-voinwvocor-inM 

HHHMMH*eCH*£H 



nmrfn^iniui^in 
iNcomfLninoroTfoj 
iniOHomomOrin 
ounHinui^OHmw 

^in^t^r-VDT-trHocn 















rt 


of 


4-t 




ID 












fl 


Of 


4H 




ID 














rt 


Of 


4-1 




ID 








4> 






V 




0 












a> 




4) 




O 












4> 






4) 




0 












H 






u 


CM 






O 








M 




OJ 






a 








iH 












a 


n 






0 




XI 




in 


n 




ca 








o 


X) 


4) 


CO 


JH 




W 


)H 










xt 


4> 


CO 


M 




w 


4> 






6 






i 


CO 


4) XI 


4-1 


M 


4) 






E 




1 




4) XJ 


4H W 


4) 






1 






« 


CO 


4) X) 


4H 




JJ 










TJ 




H 


01 


0 












TJ 




rH 


01 




0 c 


JJ 










•o 






01 


O 




at 




CJ 


u 


m 


0) 






4) TJ 




c 


(0 




4) 


n 


CO 4) 






41 


TJ 




« 




41 




rt 


41 






4) TJ 




d 


4) 




X! 


0 




Xt 




o 


JJ d 


cn 


-rt 


4) 




X! 


o 


XI 




0 


JJ 


C 


CO -rt 


4) 




X! 


0 




xt 




O 


jj d 


CO 


•rt 






JJ 




cn -h 


XI 


JJ 


c <s 


C 




H 








01 -H 


xT 


4J 


a 


m 


d 


t^ 




JJ 




cn 


-H 


xT 


JJ 


d rt 


d 




01 






tu 


d 


H 








0 


s 


Dl 






4J 


e u 






•rt 




o c 


01 






4> 


d 


u 






-H 


0 


§ 




e 


d 


•H 


U 


(6 


H 


rt 


-H 








C 


•rt o 




H 




(0 


■rt s 








d 


•rt 


u 


at 


H 


rt 


■rt 




CO 






0 


10 


CO 








U 


0 


to 






O 


CO CO 






d 




JJ 0 


cn 




£ 


0 


CO 


CO 






d 


JJ 


o 




H 


2 




-H 


4) 


4H 


fl 




•H 


X! 


•H 




2 




*rt 4) 


4J 


C 


nj 


XJ 


■n X! 


•rt 








-rt 


4) 


4H 


d 


at X! 


■H 


X! 






4-1 


41 




TJ 


0 


CJ 


JJ 


01 


ca 






4-1 


<D 


V* TJ 


0 


4) 




JJ 


CO CO 






4-1 


4> 


rt 


TJ 


O 


4> 


JJ 


CO 


CO 


xt 


+ 


Vh 






41 


CO O 


0 




xt 


+ 




tH 


a 






to 


0 


0 


XI 


+ 




U 


§" 






4> 


CO 0 


0 








•a 


ai 


& 


4) 


at 




•rt XI 


a 


ca 






TJ 


nt 


E 4) 


ft) 




-H 


xt 


a cn 






Tt 


rt 




a> 


rt 


3 


•rt XI 


ft CO 




(0 


CJ 




o 


U 


rH 


JJ 






a) 


1) 


m 


0) 




0 u 


rH 








41 


a> 


rt 


41 




0 


CJ 


rH 


jj 






41 


2 




•a 


a 


o 


C 




4) 


XI JU 






r-l 








u c 




4) 


X) 


(0 


41 3 


in 




TJ 


d 


u 


d 




a> 


Xt 41 


41 


3 




0 


3 


o 




4) 




XI 




s 




4) 


o 


"8 


§ 


4> 




Xt 




u 


X! TJ 


4) 


0 


3 


o 




CD 


1 


xt 


U 


XI 


Tt 




JJ 


iH 


•H 


ca 








- a> 


jj 


■rH 




4J 


rH 


•H 










41 


JJ -rt 




JJ 


rH 


•H 


0) 


& 




- 41 


JJ 


-rt 


i 




O 


4-> 


4» 


& 


o 


U 


cn JO, 




to 






U 


-U 


s & 


0 


>H 


o 




CO 






U 


JJ 


41 


0 


Jh 


rH £ 




to 




1-f 


X 


C 


Tt 


4) 


4-1 


4) 


r- ^ 


0 


4> 




r— i 


X 


c 


T> 4) 


4-1 


4> 


CO 


s 


O 41 




rH 




d 


TJ 


01 


4H 


41 


CO ? 


o 


4) 


n 


(0 


(1) 


0) 




(Q 




m in 


Jj 


u 


TJ 


at 


a> 


ai 


•rt CO 




Oi in 




JJ U 


TJ 


Rt 


4) 


41 


•rt 


ca 




oi in 


JJ 


tH 


d 






:> 


4-> 




r-4 


QJ 


H - 






C 






> 




rH 


4> 


rH 






C 


& 




> 


JJ 




rH 


41 


rH - 






<tj 


tr 




O 


4> 


(tJ 


4J 


.. \o 


TJ 


V 


01 


O 1 




O 4) 


(Ct 


U 






TJ 4) 


rt 




>i 


d 


O 


a> 


CO 


jj 


.. CO 


Tt 


4) 


a> 


rH 


•H 


O 


TJ 


M 


d 


O U> 


C T> 




4) 


rH 


•H 


4) TJ 


M 


C 


o 


cn 


d TJ 




4) 


rH 


•rt 


41 


TJ 


rH 


d 


O cn 


d 


TJ 






xt 




rH 


•rt 




-H 


2 00 


O 


■H 






X) 




rH -rt 




•rt 






O -rt 






Xt 




rH 


•rt 


41 


-rt 


a co 


0 


-rt 


00 


n 


<o 


JJ 


U 


4-> 


s 




frt 


CU 4J 


o\ 


U 


(0 




O U 


8 








a jj 


o 


tH 


rt 


JJ 


u 


jj 


d 




n 


a jj 


t> 


0 


u 


13 




0 


<D 


>, D 


to 


o 


r- 


0 


M 




=t 0 


(U 


>sQ 




CO O 


CO 


0 


u 


d 


g 


o 


CU 




CO 


o 


in 




CU 


0) 


1 


a> 


0> 


a 


H 0 


4) 


4) 


in 




at 


4) 


C 41 


01 


C 


trt 


0 


4) 41 


m 




41 


4> 




4) 


Ol 


C 


M O 


41 


41 


iH 


d 


4-1 


01 




i— i 


m 




M 


■rt 


r- i 




4-1 


[0 


Srt 




cct 




JJ 


U rH 


H 


d 


4H 


to 


>. rrt 




rt 


JJ 


U 


rH 




ro 


(U 


41 


rH 


u 


a> 




a 


t-i 


O 




<t( 


<v 


4) 


rH O 


41 




O 




)H 0 




rt 


41 


41 


rH 


U 


4) 




o 


U 


(J 




J3 


tH 


1-. 


0 


3 X! 


ca 


W m 


0 




o 


XJ 




Vh 


O 2 


XI 


CO 


u 


in 


O P 


o 


X! 


Vh 


U 


0 


3 


X! 


CO 


w in 


O 


3 


S 


i-> 




a 


a 


d 


jj 


•H 


W H 


U 


3 








tt 


a d 


-P 


■rt 


w 


H 


u d 


2 


jj 




a 


a 


d 


JJ 


•rt 


W rH 


O 


d 



WO 01/22920 



1372 



PCT/US00/26524 



in » vo - l 

CD 5> N H I 

00 i-t 00 VO I 



(N 



i ^ co * m 

i n t- cn cn 

I H U) V O I 

H * W 

i m r- t> cn i 

l ri rn el N I 



■ m - r- 
m o V 

IO H * 

vd in h vo oo o t- 

Di n w m m id n 

' 1 < o § 

■ < (N < 



CD 



* tN 



r- o 
cn vo 



qi in ^ o 

Ifl O N 

t m r-i r- 

i ro u> <r n 

o (A m m 



5 2 5 



h H * 



-5 

VD O 

O - VD 

m cn r- 

H 00 

O H VD 

r- r- 04 

M O 

IN 

o cr\ [- 

in in r* 

r- o o 

* h n 



fO CN 

m vo 

_ . . in in 

- . - ^ 

co m h p- r- o n n co 

U) ri h CO > in o 
o h m H 

H IN CO O 

o © r- 

H H ri f* 

<< «c 3 



i 00 o 

I O 00 

<N co 

• H 3 

■ 4 < 



O (N CO 

VO CM CN 

if o in 

O <N ri 



r- - m o r- 

o o ^ vd in 

cn r- t*J *r in 

10 ro oh 

00 00 - < 
H CO O 

< a >n • * 

* ^ w 

- - \0 (N O 

o m in <T\ in 

vo vo m oi ^ 

in vo < r- 

m <£ r- m 

in m h s 

cn H - < < 

< - (M - •> 

o co n r- 

> o oo cn 

D (Ti CM Ul 

co ro o cn m 

H 00 h 

~* <C m cn 

- - in * * 
in oo o in in 
^ h w ci n 
co cn o vo r- 

^ H (N VO (N 

O *£ O 00 

n [*i < ffi o 



M - 
o r- 



n p- »-h < 

(N r*> < 

cn ft : 

53 3 



VD - 
ID C7\ 

m cn 
in r- 
o 

rH VO 
<C PO 

.5 



cn cn 

vo - - -tf 

O o vd m 

cn vo cn VD 

H 0\ H VD 

rtj CN VD rH 

n vo Pu 

» H W rtl 
VD 

(Jl N fl fl 

VO H H Tf* 

0 in N m 
cn VD VO 
H tn vd vo 

4 ><; to h 

- - <c 

in VD rH 

01 CO tP - 

tn cn in 

o cn vo n 

vo in vo h 

r~i X f-t r\i 



cn 
- m 



i o cn cn «H 

■ CN M m VD 

r in m in cn 

; m h vo cm 

tH m cn 



i cn cn oo co 

t> IN <*> O - 

cn vo oo r- o 

vo n v n in 



O VD 

m CO 

rH 



§ S S 3 



in f-* tN 

rt CO H 

CN CN 00 

vo r> H 

□ in <r 

CN CO rH 

< H t-t 

3 rt < 



m * 

- cm on co - 

^ n co in 

r- cn tN ^ o 

n vo cn p- co 

oo r- o m cn 

o h < £ H 

Pn 4 2 < H 



CN tN VC 

CN 00 - O - - 

m © O ^ CN CN 

rH VO in O VD 

in oo ^ in cn cn 

00 rH f*l VD Cn tN 



CO 00 

■tf D 



rH 














cn 


m 


rH 










00 


rH 












t— t 


VD 


CO 










< 


*P 


m 














o 














o 










o 




U 










cn 




< 










^ 


m 












*p 


00 












o 


r- 


(N 










cn 


VD 


rH 










M 


rH 


VO 










< 


















r- 














D 










*p 


in 












H 


H 












O 


ro 


o 










cn 


rH 


to 










o 


VD 


o 










<r 


p» 


cn 












M 














< 


< 


















rtl 














CJ 


0 


vw 
O 




M 






U 








0 




xt 


V 


f> 


u 




E 








n 


CD 








X) 


i 




01X1 


CD 




ro 








d) 


XI 


o 




J3 




0 




U 








jj 


C C 




a) 


c 




i 




•H rtj 


£ 


c 


-rl 


u 


ro 


rH 




0 


0 


ca 


CQ 






fi rtj 


u 




-H 


<D 




e 




m 


tu 


u 


T> 


0 


CD 






u 










ca jj 


•a 


ret 


% 


U 


CO 


S 


■H O 


QJ 




o 


U 


rH 




XI 




C 


u 


C3 




tu 


X) 


3 


o 




QJ 


1 


XJ 


CD 



vo in 

CN H 

o vo 



_ o 



rtj 

o x; 



6 j-i cu & 

X CD O 

CD <U -H 00 

> J-> 

>i C O QJ 

H -H OJ Tj 

X) f-l -H 

t0 O U 

u c ^ o 

CJ 0) C CD 
to S»-t 

id h a 

r, r* O 3 

a a a c 



- u 

U (N QJ 

CJ co xi 

Dim 5 

QJ rH 



0J -H 55 





P 












H 








tu 




o 








rl 




w 


u 






O 


4H 


w 


4) 






E 


o 




JJ 










c 


«J 




Q) 


U 


(0 


■H 






X 


0 


c 




s 




JJ 




0 




IP 






QJ 


•H 


g 






E 


C! 


4J 


0 


CQ 




O 


O 


-H XJ 


•H 


rH 






CO 


CQ 






14-1 


<U 


0 




XI 


+ 




U 


0* 


es 


tu 




■d 

CU 


rfl 


cu 




u 








X! 


-a 


QJ 


o 




0 


JJ 


-H 
CO 




JJ 


cl 


ti 


o 


0) 




rH 


X 


a 


JJ 


M 


nd 


ro 

n 


QJ 


ve 


13 


CD 


rd 




>» 


a 


C 


T» 




tu 


rH 


-H 


O 


-H 






XJ 




a u 


CN 


Vh 


nt 


JJ 


to 


o 


00 


o 


u 


c 


QJ 


tu 


in 




cu 


cu 


u 


rH 


H 




»4-l 


to 


u 


u 




ta 


CD 


cu 


0 




O 


X 


U 


u 


L) 


c 




jj 


CU 


04 



WO 01/22920 



1373 



PCT7US00/26524 




^ininHcicofliiir^Ht*ui(MintPi 
ooion^w^ocotfinintDocom 



r^(NP-r-rooinLnfHrj»^t<ooinocD 
OCT\^«oooom^rooc^Hcn(NrMmvD 
nmooor-ooujoot-nrHMncorH 

- ■■ — — — OOI/)[NWHqiCOinO 



CDrHLDOOin^OOrHr-i-ICNOinr-rV 

or-or-ovDOHinH^mcoinin 



r- co ^ vo 

**i <* tH r* r- 

C4 Cft 00 \D Q\ 

in O rH O fl 

H N VD m 

oo in u> co 

H H M H 

*c *c < ^ < 



mcrvincT>ooHvrno 
oinffiinr^ojtNUJiriri 

OCOOrHOrH^OOO 







<d 


of 


U-l 




ID 










0) 




0 














^1 


o 






a 










<D 


U3 


u 




w 












(N 


a) x» 




w 








•a 




H 


cn _ 


O 




4J 






<u 






a tJ 




c 


id 






X) 




0 


u C 


CO 




a 




01 H 


sS 


4-> 


P! «S 


c 




u 




c 


n 


i 




-H 


O 


5 


01 




-H 


u 


m 


H 


m 


-i-l 








to 


iq 






c 


4J 


O 


ca 




■H 


flj 


4-t 






■H 




-H 




u 


XI 


o 




4J 


CO 


(0 














CO O 


o 




-Q 


+ 


§• 


0) 


m 


f 


■H J3 


ft 


CD 






0 


u 




*J 






a> 






u 


c 




tu 


.Q V 




3 


M 






a) 


1 


X) 


V4 




•D 


a) 


0 


en 










JJ 


■H 


X! 


4-t 


V 


CP 


0 


r-l 






01 


> 




T> 


QJ 


«+4 


<U 


t» 5 


0 


<D 




rH 


*H 


CO 




01 in 


4J 


U 






JJ 




rH 


a) 


rH - 






C 


& 


0 


V 


tC 


-U 




Tf 


(U 


aJ 




tu 


T3 


S-l 


c 


2 


C 


13 




QJ 


rH 


*H 


QJ 


-H 


2 CN 


O 


-H 






u 


i-> 


c 




i-t 


ft -P 


r*i 


U 


3 


0 


o 




tn 


0 


CO 


O 




V 


Oi 




H O 


0) 


<u 


in 




S. 


r— 1 




(0 


U 


H 


rH 


rH 


CJ 


rH 


o 






O 


u 


U 




nj 


O 




.3 


tn 


u in 


o 


3 


o si 


a 


3 


4J 




CO rH 


o 


fi 




JJ 



WO 01/22920 



1374 



PCTYUS00/26524 



vo o o a> m on tj" 

p- vo o vo on p- vo 

Lfl 1/1 CO H ^ rl f) 

O rl Ol Ol M n Ol 

ON (M rO CD f*> p- H 

co m in co vo (n 

M M M M M H M 

rtl < rtl < «q 4 < 



riffininini/i^oori .. w in n i 

Hr^o(N<Nir)rHf-t---<#LnHr r >cr* 

coONr-iocoocoi'ONinp-inin^f'' 

(DOin<jN«j<cnm(MmaicqO 

HJMMSMrfMHMVOMrfO 



cm ^ r- i 

o (m n 

ri h T 

• h tg m 

i J h 1 



- o\ vo 
p- on p- 
. a> x m 



. co co in *t< p- 



m ^ i/i * m a i 
. m n pi h m o i 

U) h H (Ti O (T\ 



i (O N ffl (1 m rl 

' tn VO O P- VO VO 

d u> in in <]• U) 

. H O VO VO CO 

> in o co vo vo co 

I rH in CM CO CO CO 

I 2 M (H M M H 



ocnvooosrovoHLnr- mom 

CDCMClHNOMCOlDl/l » 1/1 H Ifl 

H^fp»p*Tj<op-r»ocnc r >cnino 
tnvororHp'OMO»(Ncritnr-m\o 
i"nr)0>Tfifl^noin(D«ioiri 

mmmmJmhwhmvdhSm 



VD Cft OJ r^i ^ rJ 

m H n H ^ 

■ P» P» ON O) 1" (M 

1 H fl (N P* N ^ 

(Tl (N 00 m in 

i vo in on a 



< < < < < i 



i P- ON M fO VO C\ 

i m co rg vo m vo 

(N H r* D N P 

i m o\ cm o i< in 

11 co r- »f n o 

^ 00 H ^ ^ 00 

! H H 3 H H H 

: < < < < < 



f*>i-iP-^0OVOr*O\00P-fHCN«HM 

HONtrcoONConp-voinP-voroi' 
inoNHcoop-ooNp-inininfnvo 

^ONCn^O>U)mH0DONriO\HH 

coincorovovoriNUiVDcorvicoop- 

CMCOCOnMCO^HMOinOtHVD 



TrONONCOP-rnVDOlCOONrHCNinO 
HrOP-fMOOHONVO^VOrOONN 

r-^p-cjmp-raTfoONO^^rvo 
oinmririTCHhM/ioffnoin 
ocoinp-rnrHrooou)coor-'^ , -<f< 
ui(N(<im^H^a)o:icoi/>o*i' 

HMMHHHHHWHM^MH 



P- 1* VO 

CN m 

H co in i 

- O rH O . 

O 00 VO CN I 

VO O O fO I 

ON J til in i 

m <a! flj h i 

VO Dm 

D - - < 

O VO I 

P- O VO P- 

VD O fN T 

f*> H n ON 

ON Jh rH ON 

H U* CD 

l-l - < H 
O 

- co - - 

00 ^ 00 (N 

VO P* P- ON 

n n ON ON 



3 0 (M 
W H 



co - r 
o on r 
< ^ * 



ON J t 

co <! 



i - in 

O rH I 
-HP* 



l t-l 

i m in 
I on co 

I ON CO 

co m 
- H o 

• .a 



P- H 

P- H 

VO ON 

O CO 



- iH P- 
CO J 

CO <t 

in 

r- - 
o p- 
< in 
vo ro 

- c\ r- 

10 M 00 

mom 



as 



-a: 



o rvt a\ i-\ r- h 

IN H CO O D O 

M ON O (ti H in 

H m < < < o 



p- (N i* in co 

OOP" P» CN CJ 

ON O n rO H H 

OJ CD M rl H O (N 



^ Ol O 00 



in <r» 

on r- 

<3< o 

ro on 

ON CO 



co n 
p- n 
co vo 



^ * VD 

ON V0 fO 

VO PJ 

n rH rH 

H < 2 

*< - - 

tN CO 

» ID I s 

m m in 

(N ON fM 

VO * O 

ON O rl 

«• J En 

h 4 kC 



WO 01/22920 



1375 



PCT/US00/26524 



VO VD 

O CN - 

vo in r- v 

. pi r- in * 

i pi pi in ( 

I H H cm c 

J J m < 

I - - < 

in i 



En 

: - < 

in 

. pi - 

I rH O 

i in cn 

i vo vo 

i o m 



- in 
m 
r- r- 
oj pi 



r*» r- 

o o 

Pi O 

p» oo 

i H O 



V0 P) - 

in cn h 
m o oo 
moo 
rH h m 
J In n 

< < H 

(NO PI 0\ ^ P" 

n H 

*T rH O 

r- cn oo 

HMO 



3 .a 



OS V0 

r- cn 
cn h 
to o 

* 00 
H O 
J 
< 



vo , 

vo cn , 

o cn , 

pi oo i 

ro in 

h D 

d - 



) H -tf CN 

> vo * n i> 

i o o vo h 

* X VO X O 

cn m 

- - r- - o 

f O PI ^ J 

i cm £ in rtj 

i n< o 

^ r- » pi - 

) (O n m h 

H O rH ■ - 

4 Dli 00 

C < r- 



J CM 
S VO 



CO H 
V0 

cn m 

in r- 

(N o 

h pa 

fa 

< - 
m 

- cn 

O iH 

o H 

cn oo 

o o 

cn fa 

o < 



V0 - - VD 

O O 

r- » w r* co 

H CO m ffl H 

H O H 

J H H U) [b 

g o « h < 

in fa 
~ o - < 



cn m 

' in n - 

O ^ CN VC 

pi r- O vo 

in pi (H i 

h H rH M 

ro J J i 

hSo 1 



pi r- ' 
r- cn i 
pi cn i 



cn 



CM VO CO PI 

cn - h *r r- 

m o vd in 

O LD Cd r- < 



rH Cn cH «3" 0\ rH 



- vo in H e'- 



en m 
cm vo 
in vo 



CM I 



!3 



-3 



(N H i-t m o i 



VO CM 

m cr* 
H pi 



CM CO 

o in 

O VO rH in 

H CM H Pt 
fa 00 - 



in o J o 
D o « in 



. * ^ 

on 

i m in cm 
i cn r- 

CO PI CO 



rH^HVOJJfaCO JPI 

~3 



fa H 
4 rH 
fa 



cm r- cm co 



rH CM rH r- 



H H rl 0\ 5 I 



ao in 

CM CM 

r* in 

X oo 



l o Tt» o 

m rH ^ 

n cm m 

i rH oo in 

J r- vo 

\ < m < 



I <<* CO 
CO CM 



^ r- in in 

; oa in in pi -co - 

cn pi id pi 

o oo h cn 

cn in in o 

o r* rH pi 

rH fa m 



CO pt 
in cn 
H Pt 



co H 

CM H 

in fa 

co < 



33 



> in m o vo o 

t c- o vo cm 

i p> in U m 

J rH CO < CO *< 

J in co 

-Sri: - u - 

oo r- 

- * oo - CM 

O I s ^ N W) 

v£> in r- in r- 

in co pi H pi 

PI VD H P> H 



cn m oo o i 

cn o in 

* D < o i 

o - - 3 

CO 

- in in - 

cm cn in r* ■ 

cn m r- oo i 

pj ^ n ro 1 

PI rl H M i 

n [lj J r- ' 

H ril < X i 



CM CM ^ 
O PI 
rH O 

o pt cn 
bo-* 
< o o 

.5*3 



CM - - 

PI VO CO 

^ CO CO 

o in ^ 

Pt rH 

i< D h 



.as 



PI V0 10 CM 

CO CM h cn 

Pi VD H O I 

r* o o 

o i— i in m ' 

o h o o ' 



.a . . .a 



;as 



cm r- 
in vo - 
pi 

cn vo 
* pi o 

O rH O 

"as 



rH - - r- VO O 

p» cm cn 



cn o cn o 



H O CM rH VD ( 



Saaasssia 



— in 

cn - cn * 

vo cm r- t*» 

pi o h cn 

h cn vo cn 

rH cn o in 

En o r- 

<d >h < to 



o o 

as 



in cm 

- in vo — 

<j< h H r» 

cn ^ rH co 

cn o o cm vo 

cn rH o r- o 

oo fa En cn pi 

w < < n ril 



H CO O H CO 



^ VD r- rH 

Pt [*» CM 

PI Pt Pt CM 

rH rH H rH 



in vo 

tj< cn 

PI o 

in o 



h h in 

r- o co 

Tf< CTi CTi 

r~ o cm 

pi cn o 

o o 



in vo 
vo o 

O rH 

cn cm 

CM CM 
O rH 

as 



vo cn 

CO CM 

< 9 



pi 

cn in 
■<r cm 

O rH 

as 



in p» in 
tt pi vo 
vo cm r- 



asaa 



WO 01/22920 



1376 



PCT/US00/26524 



<N (N 
CO rH 




r- in 

o co 

cr» co 

vo in 

H M 



kDLor^ojomcocrv^D - . cn in h o\ 
r-fNOHin^o^motrioooororn 

ffltONni/imHOlHOhl/lOJ^H 

ujnon^'^'tninMCor^fOHooo 
fMinr^voovooooinrHincNvocoo 



oiohyjo^oorttn o in r- t 
r-Mini/iHtoH^oo - r- r- o <a» i 
(DinHomHHioHm^rJftno 
CDnn^NOnajmMOffiOhoo 
^« t> n oo •> "tioooooi/iHoom^ru) 

M^'JOfflOHOttlTl'lOOCOOa) 



VO CN 

in (N 



Hin^HtotsHHnooonM/iB) 
inoovoonr><nojoonr-r-roH 

(NOU)Ort^lD(N^lOOHlOVlO 

coop-or»o\voino)CO(Nnr-coa\ 
ojiflninoooftcoiNi'iOi/iCii/i 

S MMHM3JHH3MKIHH< 

oooroo)^rooinr*o<Nr'a)H(NenrovDHinr* 
ooDH«H(HiX)( s i r icotri'f(r>mioooLn\) i cnn 
«iDo«*o(D[ i NHfn(>)ffl(infinHminu) 

Ttir^r-vDtnvot^oromwvooitoVDD^M^vo 

lDH(NNO<r(DrlOhU)l/)fflinHlflOW 











(0 




4-1 


O 

M 






a) 






(U 


0 


O 












>^ 


rJ 






a 










43 






u 


a u 






1 








CO 


<t> 


*H W (D 










TJ 






O JJ 




V 






a) 






a) _ 


C (0 




42 


0 




XI 




O 


jj tJ 


tfl -H d) 




JJ 






43 


JJ 


c 


C r* 






a) 


c 


u 


I 






O g 0. 




6 


d 


•H 


u 


(0 


rH 








0 


0 


CO 


01 








JJ O ID 




u 




•H 


<U 


IW 






•H 43 *H 




H4 




H 


TJ 


0 












u 


a 








« JJ 


2 - 0 


+ 


T> 


(TJ 


e 


<U 


(0 


s 


-H O 


a w 




4) 




o 


u 


rH 


JJ 


43 


0) (U 


id 


TJ 


d 


u 






at 




Q) 2 U 






o 




0) 




43 


0) 


Si 13 <U 


0 


i-t 


-H 


CO 




B 




- M 


JJ -H 43 


jj 


u 


JJ 




& 


O 


H 


^ a> 


to 5 




X 




tj 


a> 


vw 


QJ 


oo 43 


O <U 


rH 


V 




•H 


Ul 




Qiin 3 


JJ U TJ 


(0 






JJ 




rH 


QJ 


rH 




& 


>! 




O 


ft) 




JJ 




T3 O nj 




rH 


-H 


a> 


tj 


Jnt 


a 


O oo 


a tj 


V 


43 






■H 


4) 


■H 




O -H *. 




(0 


U 


u 


JJ 






*r 


& -M 


V4 


u 


C 




O 


a> 




to O oo 


0 


«D 


1> 




<D 


m c 


H O 


4) 0) in 




M-t 


U 


& 


rH 




fl 


JJ 


W H rl 


CJ 


<D 


0) 


fH 


U 


0) 




a 


H U •• 


fl! 


M 


u 


O 




43 


V] 


W in 


° 3 2 


43 


0< 




jj 


■H 


W H 


u c a 


JJ 



WO 01/22920 



1377 



PCT/USOO/26524 



r- 00 

o tn 

in o 

o ro 

CTl VD 

co en 



cn lo i 

r- r> i 

O H I 

in ro i 

CN ro ; 

vo S3 i 



CM CN 

- *r o 

I CO 

ro vd 
on 

HO 



in 1 

in in i 

i o o 1 

mm' 



rH ro 

ID (N 

vo cn 

00 rH 
00 

00 CM 



CD U) H C\ U) CO U> 



. to 



< 4 < 4 4 < < 



? 3 



1 in h o r- 
H S J n 
< < 2 D 



oo r- 

in ro 

ro cn 

D o 



ro cn 

h o 

cri cn 

co co 

o o 

< < 



- o 

ro O 

o o 

O OJ 

O VD 

VO H 

CO d; 



ro o 
in in 
cn r- 



CN CO 

ro (N i 

CN CO I 

in cn i 

rH rH i 

CO H i 

I M iJ I 

' < < i 



ro u"| i 

CTi CN I 

in < 

ir ri i 

CN O 

M 1-1 

< 4 



O CO 

r- rH 

r- in 

VD 00 

VD rH 



O CN 

in vo 

oo CO 

cn oo 

iH VD 



o tn 

ro cn 

in oo 

ro o 

00 rH 

r- vo 

I M M 

: < < 



C- CO rH CM 

vo r> co 

CN CN 

2 H ro 

< < Ot 



roinvo^r-cnr-vovo 

o CO 
O Ch 



rH r- 

in ro 

rH O 



r- cn 

CO rO 

ro vo 



ro co 

ro o 

co m 

o cn 

S H 



o vo 
o e'- 
en ro 
vd cn 

ID 00 

ro co 



i-t r- 

ro 

rO rH 

m in 

cn o 

vd in 



cn in i 

oo m < 

tn in i 

r- h I 

vo cr. \ 

in o < 

M tn I 

< <C < 



oo ro c 

in co i 

r- ro t 

ro VO ( 



CO CO 

Tf O I 



in cr\ 

m CTi 

O CO 

. t- M 
rH r- f 

r- <. - < 

CN CN f 

r* - rH < 

ro ro cn i 

■ h n oo < 



r» h * 

rH -(NO 

W W (N J 

. O rl ri 

I O 0\ J 

i W CO ril - 

i O CN 

i - - CTi 

in co n 

CN - vo ro 

vo lo ro 

cn co vo h 

* CO ^ 

' H CN rH - 



CO 



in h 



- - in co 

^ r- ro r» cn 

vo vo CN H 

ro o r- rH VD 

H ro cn o o 

J ro r~ u, 

*t h o < 



I (N CN 

i in in 

i ro co 

i vo m 

' w < 



CO CO rH i 

in o ro < 

CN rH rO i 

t- rH < 



Pu VD I 



as 



cn co cn 



■sr cn 
cn 
r> cn 



< < < < < 



. ^ cn o h oo vo r*- 
- cn in 

o o 

"a 



i Eh Uj, J 

: < <: < < 



in in cn 

VD CO O 

VD VD Cu 

n o < 

ro r> 

rH X ~ 

J cn 

< - rH 

VD O 

- ro ro 

eo CTl H 

r- O rH 

r- rH Cn 

o ^ < 



rO o 



o r- 
. co m 



as 



CO H 



o VD * in CN 

cn tn ro in cn 

o ro oo r» o 

Cn r0 CN ro rH 

O H Cn H rH 

Cn J J J 

a; o <t 5 



cn h cn i 

rH CN CN rH ' 

in vo r- cn i 
o o 
. cn cn 
co 



533 



cnrH^ininvooo^rr»incnrHincNro oror*voro 

fOOCnCDTrCnOVDCNfOrHrHVDHCO - O <f Ul H 1i 

ajcncNcNt^r^cnint^t^r^r^^'vo^r^cncnvococn 
inajcncocDinr^r^rHTrco^fcnvDvoo^or-roVDO 

ootncncNrovor-rHCNOinrocovDocnooooo 

"SHrfHHHMJWSHMHHrgoOfafcJfcCtj 



cn o ^ r> 

r- o - on cn 

rH ro r- vo r- 

O r- H ro ro 

in tn rH rH 

O O O rH O 



<f VS VD O 

CN f"* - rH 00 

H « in H o 

vd r- tJ* o ro 

CN CO VD in rO 

O rH VD O rH 



WO 01/22920 



1378 



PCT/US00/26524 



r» in o\ uj rH o * h in oo o\ 

Ul - » (N in M rn - - - O*- * O W (N h - LT> ~ - 

in (i i/i o h ui cd r- in w r* id h co co oi m vd cn o h 
r- <7i o o o r- Hromr- - op»o\ ui - m co h o m -oo - - r- *x> m 
i-t romcninmm vdh^om ct< r- co ifTi<N(nriHO(hOiOHrtinu) 
- t-t rO r~ O O rH o o> cn m o o CO o minHXHtHHvoo\r-Wi-tp*-oo 

U-|<N<r-l>-isS<S<C -rtlOXHH - < < O * H H s -<<<0OH(NfN<HW 

< CO - <(. - - - - CTi - < * -<0» - >> -C\ - - - O < H H - < - 

r- o voooooio vo mvoco in h ooo^Ornqi r- cn 
- D co -r^owmr-^r - <m - - [*» ro cn - -tf -tf - r- o *r m < - < < co - 
ro fMinmn^^'rniooocM^'ooror^cucNinvocjMininTtto ■<* ro co vo 
cd *ovotncnt^c^rHrnriiociooi-too<rtr-ot*-eocoo(*>r*-ro -r-i - -mmr* 

r^O^VDrHOt^O<JrHC^OC>iaDi^C/lOC^^<;r*(Ni^XrHH0^<nrnCf\rHr~rH 

s?:asaaaa - -as - - S3 - .aassssasa 

j r- m frj m vo n in ro ^ H to H in 
2 w ~ r- - < <■ \o h - -ho - - c\ - -i-t -Q<C - - - vo 
(KUtNcoom^inui cor^o^ovooowrot^ovovDcoEiniH o h 
-rfmMvoHinOAr-ir- -mr-cor-nr-rHnminvocNr-com<(N - - (N f o a\ 
in r-oinH^r-tiDVoo^tMoot-tnioHHinmr-MHcoH ci r~ r- rH m <h r» 
in k mcNnfNr~oo(NininorHi-irHVDoHHHr-HrHOO »rt ta ft o in ri o 
omoo)fn«(nHhrt^(OinriJJMa)&)fc)«>HJJ(ftino30inpi«)Wintj 

^£ . .aaaa -asaas . . .a a as -as a .a - 

oino\ in in cm n u) «) u) o o^r <n 

W fl Cfl *■ *■ » O *• * *■ * « (O 00 U) » VO rH VO CN ^* Cf\ * * W r- »■ » - »<N 
<J\ ^VQ0\^(7<rl^U)O(Dr , >(n^U>a}l0H4U)l0rlVaU)r0 O O ff\ N H Ol 

n -r-ro^fH^nr-oomoror- r~rHVomcor-CNr*»omvorH . o w cd w vd m o 
^l^£OHHH(^lf<1alM^(n^n*^lHlno^D(^HrtHlnH^l'ln^ , ^oo^Dlnln(NOH 

rgOrHrHOCOOJOrHO^roC^r^Or^»HONOHOHOHOAOU>Ot^t*-inHrOH 

.§ . .s . .a a aas -aa - -a - 

rM otn co o> r- vo r- ^Lnr-vocftcocotNtom oo m o\ <N 
ro -in in ~ cn r- -ovuicnor- .©mmmroNOtoHiD * * -m - - oj co - r- 

ONinH^N^IOrnHHlDlDCIOMflif^hHmri^lDMNUllflOHtfeOO 

^CNr^oHt^t^vor^oonnt^HHvoooor^owin^m^ot^iDcocNrntNri 
ocorncorof^romHHiHmHasmvDOOovoin^ono^[^^ror-inc5>Hr r )f*i 

iHmrHO^HHCOrHrHHHHinOOrHOOOOOOHOOOMr-lDMHHr^H 

asaasaasaaaaasaaasaaaaaasssassaasa 


r- 
r- 
o 

VO 
OJ 

D 

r~ 
in 
m 

CN 

o 
O 

a 

rn 

IN 
CO 

{N 

U5 
r-l 
00 

i 

CO 
CT\ 
rH 
CN 
CTi 

H 
< 




Preferably excluded from the 
present invention are one or more 




876716 




HCRMV17 




1585 



WO 01/22920 



1379 



PCTYUS00/26524 




in m 

CN (ft 

in r- 
hoo\ 

H H H 

n 

Oti > - o 

CO CM rH 
O VD CO O 

co in o o 

VO U5 CTi CQ 



in cn tn 

m r- h 

O H H 

O H H 

cm cn in 

o in crt 

3: H H 

< < < 



^rOrOOflrHCMH 

inmcncnr-ionM 
oinocoomcNCN 



S 8 B 5 



VX) CN 
O CO 
<i Q 



mum 
o m m 

MHO 

VD 00 r» 
in -tf 



rirtrnWHHINOO 

Minn^uicoHo 

CTiVDi-tmVDHrOm 



(ft 

- n 
u> 
in r> 
ro «h 
(ft 



o u> tn r- 

co h m <n 

P- H ^ 00 

o\ n o\ o 

r- vo cn <C 

O Q o 

- .3 - 

tn co ih 



CO 09 CO O) 

O O OH Cft 

<t\ 0\ l~i Tfl 

m n 00 tj< 

I |S |S CO 



r- <n rn co 

o> o n r» 

rn co cn co 

(N co o\ £ 

r> r> cn 

00 ro m - 

m m o\ 

< < < m 

CO 

•- - - r- 

rH CN CO CO 

(N (J* (N E 

-<r \£> vo 



<: < 

H 

» - - s 

cn r- vo 

cn (ft m - 

en u ) co cn 

(ft r» r> 

(ft CN h co 

cm eft m r- 

3331 



cn h co in 

f) O ffl H 

in ft m m 

in co r> (n 

r» 00 co cn 

M cn co o 

8 3 5 5 



ffl 








a 












rd 








Q 












nj 


















H 














O 


M-t 




M 














<4H 






<D 


O 


O 












QJ 




<D 




O 












0) 




QJ 


O 


0 






>1 rH 








a 








U 


is 


rH 








0 








rH 


N rH 














VJ 




Ed 


U 






0 


x> 


0) 


(ft 


M 




a 


M 






i 


XI 


QJ 


m 


9H 




4J. 




H 


QJ 




HH CO 


0> 






B 




X! 


t> 


<D 


Xt 


<M CO 


0) 








TJ 


•§ 




a> 




TJ 3 


r> 






JJ 








TJ 


? 


rH 


tn 




O 


JJ 










ro 




0 


rd <D 




4) 




0 a 


cd 




ej 


u 


fO O 






0) TJ 


d 


rd 




4) 


u 


rd 0> 






V 






xt - 


0 


JJ 


TJ 




a 




X! 


0 


XI 




0 


JJ 


d 


01 -H 


V 




£! 


0 


X! 




0 


JJ 


TJ 


to 


o>-h xt 


4J 


d 


a 


d 


»H 




JJ 




tn-H xt 


JJ 


d 


rd 




rH 




JJ 




On -h 


xT 


JJ 


d 


d 


d 


C 1 






nt 




01 






a) 


d Jh 






-H 




Is 


Cn 






V 


d rH 


rd 




-H 


OJ 


0 


-H U rtf 


rH 






° 1 




B 


d 


•H u 


ii 


rH 




n) 








JJ 


d 


-H U 


H 






•H 


CQ 0} 




d 


(0 


JJ 0 


m 




O 


0 


to CO 






d 




u O 


CO 






0 


CO to 






d 


rd 


JJ 


-H <U U-l 


C 


(Tl 




•H X! 


■H 


H 


u 






*u 




ni 


x; 


•H 




fH 


!h 




*H OJ 




d 


rd 




•H 


M TJ O 


<1) 




Xi 


CQ CO 






•JJ 


QJ 


M T) 


O 






jj 


O) CQ 






HH 


0 


U TJ 


O 


0) 




43 


to 


a 


1) 


00 


jj 


O 


Xl 


+ 




u 


a 






CO 


0 


O 


x» 


+ 


TJ 


u 


a 


<d 


g 


to 


jj 


a 


E O (0 


3 


•H 


0 


a tn 

0) 






TJ 


rd 


E 0 


rd 


§ 


-H 


XI 


a to 






rd 


E D 




-H 


0 




O O rH 


JJ 




xi 


<u 


rd 


d) 




O u 


rH 


JJ 






4) 


0) 


rd 


OJ 




0 y 


rH 


JJ 




XI 


0) 


U d 3 




X> 




<u 3 


M 




TJ 


d 


u d 


3 


(U 


XI 


OJ 


0J 3 


Vh 




TJ 


d 


u d 


3 


a) 


Xt 




O B 


43 




0) 


XJ TJ 




O 


3 


0 


0) 


B 


rQ 




u 


x; tj 


0) 


O 


3 


0 


4) 


6 


Xt 




a) 


X! 


tn B U 
<D & O 








JJ -H 




JJ 


rH 


•H 


to 3 








0) 


JJ -H 


XJ 


JJ 


rH 


•H 


cn p 


Vh 






u 


JJ 


K 


m 


1) 


CQ 


1 




U 


JJ 


a> cr 


O 


Jh 


VD 




(0 


3 




U 


JJ 


0) rj^ 


O 


rH 


r> 


QJ 




■O HI tu 


<U 


CO 




0 a) 




rH 


X 


d 


TJ 0) 


<4H 


O) 


CO 


i 


O a> 




rH 


X 


d 


TJ 0> 


y-i 


0) 


CO 


•§ 


O 


■H CO 


cn in 


i 


JJ V* 


TJ 


rd 


0) 


QJ 


-h m 




tn in 




JJ u 


TJ 


rd 


QJ 


CD 


•H CO 




01 in 




JJ 


JJ rH 


0> 


rH 






d 


& 






JJ 


rH 


<L) 


rH 






d 


& 






JJ 


rH 


QJ 


rH 






O QJ rd 


4J 






TJ O 


(0 


>i 


g 


O 0) 




jj 




CO 


tj a> 


rd 


>7 




0 4) 


rd 


JJ 






1 


t) Ij r4 


d 


6 


CO 


d tj 




a> 


rH 


-rH 


0) TJ 


rH 


d 


O 


0 


d tj 




QJ 


rH 


-H 


QJ TJ 


U 


d 


O 


t> 




H -H I) 


•H 


!Z 


CN 


O -H 






XI 




rH -H 


0) 


-H 




00 


0 -h 






■8 




rH -H 


<U 


•H Z 


c> 


O 


U u C 






O 


OU iJ 


in 


u 


to- 


JJ 


O JJ 


d 






rH 


a u 


vo 






U 


U JJ 


d 






m 


a 


3 0 0) 






CQ O 


CO 


0 


rn 


d 


3 O 


CD 


>, Q 




co O 


00 


0 


u 


d 


3 0 


0) 


>, Q 




CO 


rH O (I) 


C 


M 


O 


0> 0) 


in 




a> 


0) 




O) 


d 


rH 


O 


0) 0) 


in 




0 


(U 


SJS 


CT1 


C 


H 


0 


QJ 


rtJ 




JJ 


M rH 


H 


C 




CO 






co 




JJ 


VJ rH 


rH 


d 


IM 


CO 






rd 


O 


jj 


U 






M U 




id 


V 


CD 


rH U 










rH U 




rd 


0) 


QJ 


<H U 


CD 






U 


O 3£ 


CO 


& 


m 


O 3 


O £ 


u 


U 


O 3 XJ 


<n 




in 


O 3 


s 


XJ 


u 


H 


O 3 


XJ 


CQ 


w 


in 


0 




■H 


CQ 


rH 


O C 


S5 


jj 




a a d 


JJ 


-H 






U d 




JJ 


a, 


a a d 


JJ 


-H 




•H 


O 



WO 01/22920 



1380 



PCT/US00/26524 



■3 - 



VO CD 

n O 

lO 01 

co n 

co r- 



CN 

CN O 

o in 

in (N 



i H m 
i in vo 
i n r- 



m r- vo oi 

in «-t m cn 

co r~> r- 

r* ^ o vo 

H S 

a o < z 

. S - - 

n - ^ « 

oi vo t- 

oi r»* *r co 

(D M (N O 

h m in \o 



cm in vo 

r- r- h 

n fi y> 

ro oi r- 



U) CO O 00 i 

t)< (M N I 

(D W H tf 

H H O l 

o in in i 
in ^ m n i 

' i33: 



<j * i/i in o 

<o in a in o 

i tj. r-. 

i oo H el N ^ 

^ N (N W CM 

i cm r- oi m o 



.33 ■ -33 



rn en OI 00 



m in * 

o n i 

H 00 i 

< a « 



in «h 

m H 
f*l 

in vc 

CO t- 



CN IN 

vo m 

^* O 

ON rH 



in i- 
vo CM 
in o 



rf dj r*> m« < < 
< o m < 



vo 01 oo 

H n H 

01 cm o 

o oo m 

^ CN CTi 

t* (O o 

S s a 



in o oo H ' 

u> ^ u> in i 

CO in CN rH i 

in in r- (n ' 

oi 03 fM I 

o r» vd o < 



io n ri n n id pi 

r> oi oi oo r- ro oi 

ohmoiwj in^ 

o (n ^ n ts ^* cn 

m ^ « r- w> H m 

h id m h oi m m 

2 5 5 5 3 3 3 



! o m i 

- < < 



r- oi 

O VO 



n in 
n o 
in 

in cm 

Oi rH - « 

rf H CN 

- <q in r- 

CM oi cn vo 

oi - en o n 

cm r* in id o 

m n ^ h o 

oo m H < o 

P4 m < tf! U 



f CM O rH O 

i n H o r- 

in \o id h 

i oi r- vo 



r» oo 



CO rH 

(N h 1" m o co r» r- 
oi^inr-ifo -THr-m 
ooiomrtOhrioin 

CDOCOH^OI'rift 
J (Tl d H 

«t M < 

in 



in i 

in r*1 

00 H 

oo CN 

S o 



r- r*> oi (M 

rH vo ro c- 

P» \o vo 

vo o m 

« r* (N n 

r-t o m oo 

m 3 S i 



in cm 

^ CO N 

in vo ^ 
r- co cn 

CM V0 rH 

r-i in oo 

!33 



VO fl VD 01 I 

in r* h oi i 

h cm tr r- i 

r*l O 00 Tf< i 

c vo vo r- i 

in h r- o < 



vovo^i-tooor* h in m oi m to cm cm co co 

> o n in o n in -ocoorovooio - m * u> m in 
vo^oino^oovot^aor-c?\r-^t , oooc--r-rr)r-'inro 
inMOrtU)hooiHinm(NOioioiOH**^i' 

[^CMr-OinV0OO01rHOC0O0100rHr0inV0HH 



u>oU)OiravD(N)^a3hvoin[Nn^rin^(Nhi/i[Ninfs<) l Oh | Jvonoi s -c , ih 
lnaJ^rt^HHO01ln*Nrt^hU)^^^^^ooHr1m01N«)W)'^ ,, J l ^* 
iNHinvoooc^voinoor^orNrooHcor^voc^vocoTfOVoc^MVOcMVO^r^iniH 
Nln*^D^»^HNlnH(0^^lnrtln(NP^o30^ln(N^01nlco1^•olnr^ 
lnffl03^NW(Nlno^co^rt^nlDHC^rt(nlncococN^H^^^^"1 , (^lcor*)01 

OODr^MVOrHrnOmrHMrHLniHr^rOVOCnt^OOrniHOHOOHOCMrOCMHfn 

aaasaasaaaaaa-aaaaaaaaaaaasaaasaas 



o .a 

Dl-H 
V C U 
C -H 0 



0 «w 
a) o 

M CM 

0) r~ 
Sh 01 

"Out: 



a 

4-1 0) OJ 

0 J- 1 

10 -H tt) 



m e Q) 
o y 



a) a> 5 a) 

*W CO PS rH 

H H 0 3 

ft pj £X d 



O 0) 4J 

DJ (Q O 

) rt 5 -H ^3 

1 rH 4J 

! ^ OJ X) OJ 

i e xi vh . 

I U - 0) 

r o n oo ^3 

i iu u co ; 
i CP vn 

HUH * 

) (0 •• VD 

I U C O co 
l <U -H 2i 

> C rH 
(U >,Q 

DiC H O 



AJ 0 03 ^ 



! TJ 0) O 
> -H £ 4J 



(u a 

& to W in 

4J -H CO H 



TJ 4) 

O -H - 

&, u co 

to O CO 

I) d) m 

Jh H H 



C 
3 O 

a z u 



WO 01/22920 



1381 



PCmJSOO/26524 



| VD 

r- - 

: en o 

I m 

h vo 
- <t. 

i r- 

i - CTi 

i vo <e 

' O ft 



ft o 

- m < oo 

CN rH CM 

r-» o - vo 

O N fl rf 

vo r~ CTi < 



in m 

r- rH 

m h as 

r- vo - - 

<m cm vo o\ o 

^ H M) O W 

h r- cm o 

- < U5 O CO 

00 rH O ft 

it - pi m rf! 

\0 00 H 

00 rO - < - 

in o H cti 

o ^ * - 

■rf ch h m r- 

ri. K m <n n 

r- r- o 

, , E-< r- o\ 

o in o ft 

CN O - Oi ft 



H m co cm I 

o m n 

cm o r- i 

U) U) Pi CD l 

ft r- in 



- <C in - 

r- cti p*" i 

H -H h 

O iH O 

O cm cm 1 

H W H O 

Pi <«1 H i 

cn s 

, pi . « 



CM 



(N r- VD CN 1 

■ CM t-l O VO i 

> CM H VD » 

r- co o\ r~ 



Cti 

oo H 

■ Pi o\ 

r- 

» - cn 

O 00 

i CM O 

i in h 

I CTi < 



i ^ vo 

' rH «tf 

i O U> 

i ro to 



© vo r- 

oo r* co cm r- 

ro o r- cm n . 

o r- 

- - » pi n 

ui co * H 

n o si - < 

H V CM 

eft co yj u> 

m co vo cm 

c> r- vo r- 



? H W 

< < in 

I o 

i - - 

i r» cm 

n in > 

! vo in -«*• 

! vo r> VD 

oo vo o 

. vo S m 

I m o 

■ *C - E-« 

I co 

i ^ r- - 

(N H M 

in in ca 

o vo n 

rH vo in 

rH rf CO 



in r- in co 

CTi CN O H 

cm m in in 

E vo cn in 

r- cti cm 

O CN CTl 



CM < 



H < W h m 

< 3 rt E-< r* 

.... 33 

o> in h 

ri mm h - 

m r- vo in ct» 

M (*1 Crt o in 

in m tf h <n 

o n it to in 



CTt rH CM r- C- 

cm vo r- cr> 

cm CM ^ 

o\ vo o 



^ ro 1^ % ! 



vo cti r- 
H H r- 



VD 

- CTl CM ' 

in oo h h ( 

o r- r- *r < 

CM CM VO VD i 

n in cm n i 



vo o 

m o 

^ U 

oo < 



ON H 

m o cm 

o vo in 

^ in Cti 

CM in CTi 

3 S3 « 



n rH 

vo n 
vo o 



< < 



VO r» 

r- r- 

vo m 

in o 

r~ vo 

r- vo 

33 



in p* o CTt m 

vo o co vo n 

CTl rH CTt ^ VO 

ro n m CTi co 

co ^ co cm r- 

m o n H 

S J S J H 

<c 3 rf: < 



O It N rl CO 

rH r- O VD 

CTt O © 00 CTl 

m en cm n 

CO O VD rH CO 

rO VO rH VO n 

S H S M 2 

< < < < < 



o r- cm i 

vo n ro 

r- (A ^ 

M ffl rl H 

rH m CO O i 

CTi in CO O i 



O T O 

cm in r- r- cm 

O CTt CTl rH 

m m r-i CTi 

in oo co cti CTt 

in ci n in h 

M 2 ^ M H 



C Vh 

-H O 

CO CO 

E 0} 



A co tt 

I S CTi 0>,Q 

I OJ 

- 0 JJ D 

4J C C 

CCJ rH 

C nJ 

w C ID 

0 Q) £ 

<U W JJ 

(fl 3 *H 0 

rH 4J XI 

3 (U & 



VM U} CD 
0 AJ 
(3 rfl 



(1) 



ft) -H 10 
> *J 

, c o a> 

H HIT) 
rH *H 
JJ U U 

C 3 o 

CJ C <U 
(0 >,rH 
OH U 

n n o 3 x; 



o M cti <y 

4H 0) CO X! 

rH 0) rH 

rd 4J - 

-h a o\ 



<u Q> a) 

J) 3 ^ 

*J -H 43 

* m 5 
0 <L> 

T3 CU id 

0 -H 

Q, U CTi 

10 0 CO 

a; tu in 

U rH rH 



>! rJ 

ctf (U 
XI 

C U i 
*H (J CO 

o o to to 

■H HI <H 

U -0 0 

e <u 

O U rH 



M u 



ft ft U -H 01 H o 



rH -H CO 3 . . 

u iJ <u tr o 

« Ci T) (D VM 

CD CO -H M 

> U 

>. C! O (U 

rH -H 

CO 4J U U 

u c g o 

<D <D 5 <D 

w tu 

4) (U rH 0 Q> 

^ M O 3 4 

pu a ft a -u 



cn 



WO 01/22920 



1382 



PCT/US00/26524 



i fN tfi 

I CO 00 

i CA 00 

oo in 

^ n iH 



in 

m o 



en - 
o o 
U) oo 



< i 

IN ^ 



00 

- - O 

nt in H 

<x> in in 

n H oo 

0\ x: 

cm m 



<n in 

in o 
Oi r- 



lO H 



m m H 

r-i oo in 

* o CD 

oo in X 

(N 

H H - 



ft, > u> 



i in oo 

! H H 
< < 



m in i 
in 
oi 



M M 
< < 3 



- in 

m h 

oo ' in h 

(Ti f*> w 

- m - in cn p 

oo co c\ 

m \X> rn rO 

, S o <*« 5 *r 

m < cn H <C iH 

^ oi d o 

rH - P < - 

<C cn in oo 

< rH * - O X 

rH LO O fN 

id m - 

\C VD rn 
ffl H 

CN 5 00 

- Q - * < - X 

m cn in 

r» - io t* 

m h o »r 

t- in h co 

i/i in co \f 

H h 



2 o 



oo o < 



V£> H H 
3 < «< 



H C» O 

m O 

n oo m 

m ^t* 

h S 00 

S3 < X 



CN OI 

oo c* 

H O 

o ^ 

in o 

r- o 



nnrgr^vovDooinnvontMor- 
oomooHioNmMwmom 
o\a\tnHvooot-incN^*t^ooovo 

COOIOfMOnlNNrlCOO^fn^ 

ujyjtnrjTrc^ininrnooinoomt- 
h cn r- o «3*r-r~ h co m r- co m 



(TinomnmoojyjiDooyj^a* 
oao{fteoo\o\OMt"*oo<Ti(riinin 
^nm^ooM^o^ioOBifo 
uiwjociNoomomminONH 
McsoirJin«)iniocncoinchin(M 
cnocoor-o-^^<Lr»cor-cNCDo 



hCO^lCH(H«)hCf|Cn(NHnr) 

HiDHnu)HHHnmaimuio 

<Tioor^rHii>r'fMmcf»Ln<Ninin(M 



r*VOM^rHCONrHinM«>00\in 

fnc4Hr^ooco{NChTrin\DHr-in 
oocDLnorHUjmcNcrir-r-cTiLnr- 
incovocninr-i-trjofMr-r-mr- 

ooc7\mfN<-*r-r-r-(Nfoocorn 



00 

o H 

i-t a) xi 

(n tn 

a> tJ 

o xj a 

xj c <d 

•H 

(0 - 



U-r w 0) 
0 xJ 





e 




xj 


0 


ca 


tC 


c 


<d x! 


-H 


X! 


-H 


H 


CJ 






00 


Ul 






cj 


01 


o 


O 






+ 


3 




XI 


a 


ta 






xJ 








0) 


a 




OJ 


XI 


<0 


OJ 








J3 




u 


xj 


T» 




0 






QJ 


XJ 


•H 




V 


S-i 


o x! 




tn 


i 




oj 


o\ 




0 


OJ 




rH 


tn m 




XJ 


u 


t) 




CJ 










C! 




iJ 




CN 


TJ 


<u 


as 


& 


c 


i 


CN 


c 






OJ 


■H 




rH 


0 












(N 


rv 


o 


u 


N Q 




(0 


o 


ay 


0 


G 


H 


o 


<d 


<D 


tn 




10 




4J 


>H 


rH 


rH 


d 




a 




>H 


U 




nJ 


(0 


w 


in 


o 








-H 


w 


H 


u 


G 


S 

















<4-t 






ID 










V 


O 


0 
























o 




O 




A 


OJ 


m 


u 






w 




E 






43 


i-i 


OJ 






to 








T> 




in 


D1XI 


0 




ai 






a) 






aj 






c 




o 




43 




O 


4J 




01 


-H 


XJ 






■H 


xT 


■U 


G 




§ 








s 


M 






•H 


a 




g 


E 


c 


-H 


U 


(Tl 


H 






•H 




0 


0 


01 


tl} 








m 


iJ 


o 


u 




-H 


at 




c 


tO 




•H 


XJ 


IM 


CJ 


)H 


TJ 


0 


cj 




XI 


CO 


to 




u 








OJ 


to 


4J 


0 




X) 


(0 


& 


a> 


n) 




•H 


o 


a to 


aj 




o 


u 


rH 


u 




xt 




OJ 


n 


c 


o 






CD 


XI 




<D 






0 




V 


B 


£» 




CJ 


XJ 


TJ 


rH 


-H 


to 








n 


4J 




o 


*J 


ru 


g- 


0 


1h 


rH 


CJ 




ta 


X 




-d 


a) 


UJ 


a> 


ff\ 


1 


0 


8 


V 




-H 


n 




01 m 




JJ 






> 






rH 


OJ 


H 










O 


a) 


<U 


u 






T3 


0) 




•H 


cj nd 


V4 


C 


d 


en 


CJ 


T3 


£1 




rH 


•H 


<LI 


■H 






O 




« 


4-1 


u 


4J 


fl 






in 




U 


C! 




0 


d) 


SO 




ta 


0 


0) 


OJ 


c 


a 






0 


OJ 


OJ 


tu 


tn 


>, rH 




(0 




u 


u 




0) 


o 


rH 


o 


<D 




o 




u 


U 






O 






to 


H 


in 


0 




0* 


a a 




4J 


-.H 


CO 


rH 


u 

















id 


of 


IM 




ID 












CJ 






CJ 




0 
















jh 






CN 






a 






in 










XI 


aj 


o 


H 




pq 


V4 




CJ 






i 








CN 


OJ 


xt 


**H w 


QJ 




u 










TJ 


i 


H 


Oi 




0 


XJ 




(3 




OJ 


r4 


id 


<U 






OJ 


T) 


C 


id 




CJ 




XJ 


0 




XI 




O 


4J 


a 


01 -H 


OJ 












01 "H 


A 


4J 


ti 


rd 














OJ 


c 


M 


i 




•H 




Jl 


o» 






§ 


c 


•H 


O 


m 


rH 




nt 






01 






0 


to 


tn 






c 




4J 0 


to 




■H 


H 


fr 


OJ 


•H 


de 


of 


en 


id 


th 


•H XJ 
01 to 




rH 


X( 


+ 


T> 


ar 


r 


OJ 


td 


we 


is 


bo 


O 

& to 


XI 


+ 


OJ 


rc 


a; 






o 


rH 


4J 






a) 


OJ 


id 


IH 




T» 


c 


u 


S3 




OJ 


XI 


CJ 




u 




CJ 


0 




0 




OJ 


1 


XI 




u 


XI TJ 


CJ 


0 




u 


rH 




tn 










QJ 


4J *H 


X! 


XJ 






u 


u 


QJ 


O 1 


o 


u 


fN 




to 








rH 


X 


c 


TJ 


OJ 


«H 


oj 


Ch 


1 


O OJ 




rH 


•o 


IS 


a) 


OJ 


■H 


ta 




Oi m 




aj U 


TJ 


id 


c 






> 


4-1 




rH 


CJ 


rH 






C 


§• 


CtJ 


g- 




o 




id 


4-> 




vo 


TJ OJ 


•d 






HI 


rH 


•H 


CJ 


i 


rJ 


c 


o 


rH 


C TJ 




OJ 






XI 






-H 


OJ 


■iH 




CN 


0 -H 






rH 


u 


(0 


4-> 


u 


4J 


£ 






rH 


& XJ 


CN 


u 


cr> 


0 


M 


c 




O 


CJ 


>, Q 




to 0 


cn 


o 


in 




0) 


CJ 


I 


a 


01 


C 


H 


0 


OJ CJ 


in 




rH 


c 


UH 


(0 




rH 




at 




JJ 


U rH 


rH 


c 




IB 


OJ 


OJ 


rH 


U 






a 




M o 






6 


XI 






0 






ta 


w 


in 


O D 


O 


X 




XJ 


(X 


a 






•H 


CO 




U C 




XJ 



WO 01/22920 



1383 



PCT/USOO/26524 



o in 

in oj 

\o o 

O n 

m n 

OS o 



m - 

r> cn 

\o co 

uj PI 

r-t <Ti 

5 '* 

< o 



o H n 
in Oi in 

rH H O 



h n n id 

h r- m w 

co co m in 

cr» <ri in *f 

M CO H 1/1 
U3 fN m CTi 

5 3 3^ 

h io d io 

CI H lO ffl 

O CN fH CO 

ri M h 

ix> ««• r- oo 

to on to 

3 S g 3 



«* r*> o r- 

ID N 00 O 

h in co cn 

h h oo in 

cn r- «> m 



(N CO o 

m in en h 
ci n o m 







(U 


>4-l 


(4-1 




ID 














<4H 


4H 




ID 












m 


4-1 


"*H 






oj 
Jh 


0) 


0 


O 












a 




OJ 


O 


0 












OJ 




OJ 


0 


0 














a 








)h 




u 








a 








u 














A V 


in 


H 




w 


u 








XI 


CD 


CN 


u 




w 


fH 






0 


xt 


OJ 


rH 


rH 






g 




t> 


ID 




vw to 


OJ 






g 






m 


0) 


HH 


w 


OJ 






E 


TJ 


X? 


KD 


OJ 








TJ 3 


V£» 


cn xt 




JJ 








TJ 


1 


cn 


cnxi 


o 




JJ 








3 


CO 


01 XJ 


O 


(t) 


in 


m OJ 




a) 




° a 


(0 




OJ 


u 


m oj 






OJ 
JJ 




c! 


nl 




OJ 


pH 


(0 CD 






CJ 




x! 


0 


X> * 


0 


jj ti 


10 -H 


OJ 




x: 


0 


XI 




O 


CD 


-H 


OJ 




X 


o 


Xt 




O 


JJ TJ 


CO 


JJ 




01 -ri Xt 


JJ 




u 


c 


u 




jj 




tn-H 


Xt~ 


JJ 


c d 


c 




U 




4J 




Ol-H A 


4J 


F3 fl 


a 




•D 


(3 U " 




■H 


<tl 


•2 g 


Oi 






0J 


C n 






•rH rrj 


0 


1 


Cn 






OJ 


G M 






•H nJ 


o 




C 


•H O Ifl 


rH 










a 


-rH U 


nJ 


rH 




-H 








£ 


c 


-H U 


rd 


rH 




•fH 


1 


0 


0) to 




c 


(0 




CO 




6 


0 


CO CD 






C (0 


JJ 


0 


to 


-* 


o 


0 


01 CO 






C (0 


JJ 


n 




•H fl) *W 


C 


to 




3.8 


-H 


H 


rH 




•rH OJ 


IJH 


c 


CO 


-H 


X! 


■H 


rH 


Jh 




-H CD 


MH 


a 


(0 


■H 


»w 


0 


U TJ O 


OJ 




x; 


co cn 






«M 


0J 


U TJ 


o 


CD 


xi 


03 


01 






<4H 


0) 




0 


CD 


X! 


CO 


rH 


P* 


a 


to 


jj 


O 


Xl 


+ 




u 


a 




S 


to JJ 


0 




XI 


+ 






& • 




OJ 


CO JJ 


0 


TJ 


co 


£ CD ITS 


3 




0 


Oj to 






TJ 


(0 


E 0) 


(0 




•H 0 


a 


CO 






T> 


rd 




(0 


3 


•H O 


a 


CD 




O U rH 


jj 




X! 


0) 


V 


(0 


a> 




o u 


rH 


JJ 


Xt 




OJ 


OJ 


ra 


OJ 




o u 


rH 


jj 


X) 


CD 


TJ 


C 


u c g 


OJ 


43 




0) 3 


u 




TJ 


c 


u ci 




OJ 


XI 


CD 




u 




XI 


c 


u c 


i 


CD 


Xt 


P 


0 




x. 




OJ 


XJ TJ 


CD 


0 




0 


OJ 


1 


X* 


OJ 


rC 




OJ 


o 




0 


CD 




X) 


oj x: 


(— I 


■H 


ta p u 
Oj & 0 






u 


JJ -H 




JJ 


rH 


•H 


0J P U 
1) & 0 




- Vh 


JJ 


-H 




JJ 


i— 1 


•H 


CO p 


n 




- H 


JJ 


U 


JJ 


u 


m 




01 


i 




U 


4J 


u 


-# OJ 




CO 






u 


JJ 


OJ & 


0 


u 


in oj 




X 


c 


TJ <L> <4-l 


OJ 


cn 


I 


0 o> 




rH 


X 


c 


OJ 


m 


OJ 


0\ X! 


O 


CD 






X 


c 


TJ OJ 


MH 


CD 


x! 


0 


CD 


0) 


-h tn 


Cn in 


3 


jj k 


TJ 


(0 


OJ 


0J 


•rH CO 




cn in 5 


4J 


U 


■H 


nJ 


a 


0) 


•rH 0) 




cn 


m 3 


jj 






JJ <-H 


OJ 


rH 






c 


p 




> 


JJ 


rH 


OJ 


H 








P 






4J 


rH 


OJ 


H 






g 


O OJ 10 


ij 






TJ 0) 


fO 


tr 




o a> 


(C( 


jj 




TJ 


OJ 


m 


cr 


>, 




O OJ 


m 


jj 




TJ 


t-t 


•H 


OJ TJ u 


a 




Oi 


C TJ 




0J 


rH 


-H 


0J 


u 




O 


C 


TJ 




OJ 


i-H 


■H 


OJ TJ 


fH 


« 


O in 


c 


XI 




i— t *H <U 


•H 


g 


CD 


O rl 










rH -H 


OJ 


-H 




0 


•H 






xt 




rH -H 


OJ 


-<H 




0 


to- 


JJ 


O iJ c 






vo 


CL JJ 


n 




■3 


JJ 


U JJ 


c 






& J-» 




u 


(S 


JJ 


U JJ 


c 




00 


a 


rn 


c 


3 o a> 


Q 




ca o 


o> 


O 


u 


c 


P 0 


0J 


>. P 


W 


O 


cr> 


0 


rH 


d 


3 0 


OJ 




CO 


<u 


CD 


v cn 


C 


H 


0 


OJ OJ 


in 




4J 


0) 


&5 

rH U 


cn 


c 


H O 


OJ 


OJ 


in 




OJ 


OJ 


a qj 


01 c 


M o 


CD 




10 


nS 




JJ 


U rH 


rH 


C 


14-1 


CO 




(0 


JJ 


u 


rH 


rH 


d 


IJH 


CO 


>,rH 




(0 


4J 


U 


(U 


CD 


«—l U OJ 


o 




)H U 




(0 


0J 


OJ 


0J 




a 


u 


O 




ft) 


OJ 


OJ 


rH U 


OJ 




O 


U 


l-i 




O 3i3 


03 


w 


in 


0 2 




XJ 


)H 


u 


O 3 


X! 


O) 


w in 


0 


3 


o 


x; 


M 


rH 


O 3 XJ 


to 


W in 


0 


& 




a e jj 


•H 


w 


rH 


U fl 


s 


JJ 


(X 


a 




JJ 


•H 


CO rH 


u 


G 




jj 




a 


a c 


JJ 


■H 


Ul rH 


U 



a\ - in E 
won 

K ro cm - 

f* O rH 
"OH** 

O rH rO 

H - O 

hi cn in 

co ft, in x 



CN 



E-< - o\ - 

<n o <y 

- CO H O 
CO CN ID 
CN t> - U> 

co o m in 

m X t> X 

O 

o - cn - 

m o in o\ 

< \o X n 

\0 CO 

in ci in 

io CO co X 

rH 

* t> - 

rH fO in O rH 

^ CN H ^ N 

tt o n o 

(CC VD rs< O <Xt 

oa m cn 

- £ - X E 



CO 



tN - - 

O rH O VD CD 

«J 0> O CTl LO 

CN CN H H fO 

O H m CT» 

< O Dli VD O 

< < CO H 



WO 01/22920 



1384 



PCT/US00/26524 



CO CN 

■ n vo r- 

J N (N O 

< CM CN VD 

in in 

. - o o o 

i <> Pi oi 

i o 3 < o 



< o 

-I 



in o 

vo CN 

m r- 

VO (Tl 

tJ< o 



VO oo 

N o m - 

h r- vo tv 

< o o o 
ci t- 

. . S £ O 

i m ro 

I CN * - Z 
l M rl 

i h tr - 

fl Ifl Oi H 

I CD CN O 

h vp m t- 

- < CM O O 

' 5 5 2 

I - 4 3 £ 

I VO 

I CN - - - 

i m 0\ m o 

1 m ti< o m 

oj -j< co 

H <n o m 

cn n o 

- Q £ >-< 
m 

m - - - 

cr» in o\ o 

in vo m o 

vo r- 

<Ti tH O O 

< VO fO ro 
3 t 4 E E 



AW062555, 
J, 

L9738, 

f t X05276, 


AW050690, 
AI202532, 
[909751, 


^ \P rN W uj uy v n w k 

vo ro n H vo - o cr\ H <x> r- m 
vointNt-nco-<i*oo ^rvon 
oifflinoHrnino > vo co h 
rnr-eocntNOcovofsrcncNO 
vomHrnvDrHronoiOHM 

oiHtNnminNin h in o 

^VOCOfOnCJVOrH - O N h 


793, AA314326 
552, AA30757S 
825, AA578674 
776, AA58803< 
276, AW05070< 
1, AI910275, 
9 &a ^(\ia i ft 
9, R55292, A] 


705, AW361 
64 3, AW3 61 
541, AA088 
535, AI831 
652, AA968 
822, AA043 
610, AI906 
411, AW3 85 
2, AW38592 
467, AL135 
725, AI245 
235, AI752 
6 


400, AA573 
579, AI925 
409, AA314 
769, AA514 
613, AA858 

8, AI00105 
7, AA52424 

9, AI97083 


r-r-f-t--cocMCNCOinr-Tt<Tjir*i 
p-mroooinvofoinnt^r^vo 


AA308 
AA614 
AA614 
AW009 
AA587 
R8381 
R8337 
R5538 



{TiTrr-roCkcocftvoinr-^CTi 

oori/ii/icnmoohNcoinfMro 
iHHoocnncorHnMroHr-oo 
vovor-o^fCNvor-r-ta^Hooco 

mrOrOVDOVOmni— IHCTlOCO 



oocNin^i'covDcrtr- 
^Htniovoaioo 

i-ioor»cN<<j»T»<Tjtr^ 

t-VDOCOONVDO 

inininmovooon 



< 2 3 3 8 <: 



S3 



H (0 ft) 

0 XI 

01 -H , 

<D C U 

C -H U 

0 U U 

■H ft) < 

ft) H X» 

0 



rtj tM 
O 

a) 0 
xi r» a> xj 

S H 01 

0) t) 



*VH 01 

. 0 « 

4J C (D -H 

c * c 



u o a <p 



l <u o 

i si u i 

) r . 

i T3 <0 

> § & : 



> -o 
C 0 <u 



nJ S -h X» 

rH 4-> 

3 (U XI 4) 

E X) U 

U - ft) 

O U vo xs 

W (D C\ J 

Oi in 

HUH - 

(0 U ■■ r- 

u c o m 

a> -h z <n 



<u E <u 

IB 

O h U 

^ 0 3 

a a c 



o -h 

D* 4J « 

10 0 < 

0) 0) I 

r4 r-t I 

u u 

£ ra &] in O 3 i 

■P -H CO rH U C ', 



T3 

s & 



CO U (fl <l) 

£ 0 XI - 

OI H XI 

CU t2 U ' 

£ (5 *H U <0 

O 0 oo oo 

U -H V «W 

vw d) h Tf o 

M a 

tj a) E tu « 

a> O u -h 

t) C o [J g 

3 0 V E 

h -h n 3 & 

O 4J OJ CT O 

CD ft) -H CD 

> iJ rH 

>, fj O 0) <« 

rH -H CD X* r< 

£) H -H ID ■ 

CO 4J U -U C 

^ C 3 O O 



C ra ■ 

c * 

<U X! 

QJ 01 4-1 

<1J XI 



I » -H 
! C 

5 8 



U r- « 
<U <r> xi 
mm? 

<U rH 



4) 0) H U ft) 



a 

w Id in 

■H W rl 



X! T3 4> 

4J -H X ■ 

oi ^ 
o o 

4-> tH TJ 
C 

- TJ a) ni 

» 0 -H - 

id o a> 

I ft) ft) lO 

I h H H 



<u a> 
u >-n 

o xi a> 

E ^ 

T3 S 

U <rj ft) 

Xt ' 

Ol-H XI 

v G U * 

C-H O IB 

0 co «i 

•H t) U 

O HT) O 

§* <u hj 

O O rH 

C u 3 

o a) e 

•H 00 p W 

4J ft) & O 

. . c T3 <u <h 

ft) ft) -H 01 

> 4J rH 

>, C o tt) « . 

rH -H ft) *0 tH 

X) rH -H ft) • 

CO 4-t U 4J (4 

tH C 3 O ft) SnQ 



x: o 



tn Xi 
4) _ 
4-> Xi 
(2 C 



U 00 ft) 

a) cn x: 



rd 

3 O XJ 
C Z -u 



doc; 

4H W > 



D OlC H O 



ft» CJ rH _ . 

V4 U O 3 X! 



o 
co in 

•H CO <— l 



2 



01/22920 



1385 



PCT/US00/26524 



cn o 

■tf fM 

r- r-t 

cn 2 
o 

cn - 
m 

< o 
cn o 

» m 

cn o o 

n w in 

in o 



<C O tH 
(dl (N (N 

in o> 
- X in 

CN O 

r- - x 
cn r- * 

o (N 
(ft O P) 

h o m 
< X w 
o 

m r- 

00 CO 

o r> r*> 
o vo in 
HOW 

(Ti in rt 



I w 



CO - 

in cn 

CN 
<N CO 

vo in 

H O 

<C X 

H O U) VO <J\ <f 

in cn r- o oo - - 
cnocorr^rcNr-o 
oioooinicmno 

d^aaaapix 



CN 0"\ rO CO CN O 

> n h « in o 

r> oo vo vo in 

<n o I s v m cd 

o r» co o cm O 

o\ o\ in o tn n 



co r- 
vo o 
in in 



3 S 3 2 3 5 S i 



00 Ol N in M * 

^ io ^ c*\ o\ n 

cn r- <n m o o 

rH cn ^ r* m oo 

r* o cm o r> 03 

in o in in in in 



h in o 
in cm w 

O CO 



H <J O 
< < CN 

in 



h m o o) fl 1 (ft 

o o ci r» r> 

■c r- r- in vo in 

r- cn o cn co 

o o in o r- r-i 

r*i cn o cn in vo 

m h 3 h *£ 

< < < 3 3 



CO 10 

r- cn 
in m in 
r~ r- 

O rH O 

m m cn 

33£ 



CO 
M 

. , - < 

i yj VO I 

no - 

CN IT) CO 
CD h 



in r- o 



cm o 

vo in 

vo o 

M H 

< a *< 



vo i> r-c r- 
H n H rt m 

S S r* ' ' 

< 4, 3 CN 

. . .5 . 

in m r- CM 
Ot O IO » f*> 
(O M H 00 00 ID H 

r- <a< cn co m cn r- 
m a) o H * n n 

o tn cn ro o vo vo 

S33Sd33 



in 



r- f£ 

in - < 

CN 0\ i 

in cn - < 

m io in < 

. o cn vo 

5 m co 

d! in in 

i H rq 

,S -3 



m 
- cn - 

m eft 

VO CD CO 

co h in ' 
in vo at i 

in o m rf rH vo co 

h cn h < m o h 

in m 

H cti 



r> rf rH 

. rH < Cft 

rt; h <c h 

a a < a - < 



^ vo 

H VO 



i cn cn 

i oo oi » 

i cn vo r- 

■ cn m 



- - U 
mm o 
Trm -tth -cn -ft, 

- — -- • ^ tj. 
cn cn - 
vo r- vo 

_ . _ h m< in 

rH M VO ft Cn f* 

Ol rtj rl < ^ M 

5 



<jt CO 

r- o 

o n 

r- o 

io r- 

in a: 



CN CN CN 

m CN H 

vo cn h 

o ci in 

r» in 

p> - cn 

vo H 

. - CO ft 

i in co 

i r> rn _ 

i h in h 

m n in 



l Ol ID 

i in co 

i VO * l 



vo r> 
■ 2 



m cm co vo o 1 



^ in h in r> 



w , . o u> i 

331S3 



i vo in n 



OA CN 

O O 

rH VO 

oo cn 

co ci 

o in 

S M 



o 



I in in (M 



- » M U CJ 



CO H 

r- r- 

cn o 

in cm 



* in h 

rn cn < 

co in 

o vo - 

r- in h 

CJ\ rH CO 



f h O N I 

CM ^ ^ VO ' 

m cn o r~ 

H O N H 

m cn vo in 

rH CO CD m 

H H H M 

< < ril < 



o 

vo in 

o rn 

cn m 

rH r> 

CN CM 

al 



vo r* co cm 

O T ^ H"> 



o r- 

00 vo 

cn cm i 

cn rH l 



in tn 

r- rH 

m cn 

r- vo 

. . ft vo r- m 

< <q in D 

3 



COOCMCNHfMOH 



a 3 % 5 ! 



in o * io 



vo o 

HI £ 



o 

m co - 

O ro ^ 

in O r-f 

T)« ^ (n 

ro r- vo 



h h ft in 

u < a a Q 



^ vo 
in cm 





Q 














m 






Q 














D 


4H 






P 








H 








OJ 






OJ 


Of 


Of 


H 








OJ 






OJ 


0 


Of 




H 








a 








M 






u 






a 








u 




Jr 


Vh 


in 






a 








w 


rH 












OJ 


VO 


M 


w 








0 






OJ 


rH 


u 




u 


u 




vw 


CO 


(1) 






i 






X! 


vo 


OJ 


CO 


OJ 






E 






s 


in 


OJ 


XJ 


*4H CO 


OJ 




O 


4J 










•0 


? 


CM 


01 A 


0 


-U 










T3 




rH 


Ol 




o 


JJ 






c 


(0 




<u 




rd 


<u 






OJ 




rt 




OJ 


Vh 


rtf 


OJ 






OJ 


T( 


rt 


rt 




« 


-rt 


(U 






0 




Xt 




0 


4J TS 


{Q -H 


4) 




XJ 


0 




Xt 




o 


JJ 




W -H 


OJ 




a 












CD-rt XI 


U. 


C E3 


C! 


Sh 








? 


-H 


x? 


*J 


G 


(0 


C 


M 




o 










0) 


C 


u 




-H f(J 


°t 


01 




1 


OJ 






• 




■H 




■Sg 


01 




-rH 








c 


•H 


o 


rd 


H 








Pi 


■H 


u 




r-f 




in 








4J 




to 




§ 


0 


W 


n 






C nj 




to 






o 


CO 


10 






C 




XJ 0 


CO 




■H 




•H 




Vh 




■H 


a> 




C 






-H 


r-i 


!h 




-rH 


OJ 


MH 


C 


nj 


XJ 


-H XI 


■H 


H 


01 


CD 






4-1 


OJ 


U 


tj 


0 


OJ 


XJ 


01 01 






1*4 


OJ 


rH -a 


O 


OJ 




JJ 


CO CO 






O 




XI 


+ 




u 








OJ 


CO jU 


0 


x» 


+ 




u 








OJ 


(0 


0 


o 


XI 


+ 


a to 






•o 


10 


r 


0) 


rd 


? 




a tn 






T3 


aj 


f 


OJ 


rd 




•H 


X) 


ft to 








0) 


01 




a 






o 


rH 


U 


■ H >3 


OJ 


OJ 


n» 


OJ 






u 


rH 


0J 






OJ 


OJ 


ro 


<u 




rH 




c 


CJ 


a 




OJ 


XI 


<u 3 


u 




XJ 




u 


c 




OJ 


Xt 


OJ 


S r2 


Vj 






TJ 


OJ 


0 




0 




OJ 


1 


XI 


OJ 


.£3 TJ 


OJ 


O 


=J 


§ 






1 


XI 




u 


XJ 


OJ 


0 




•H 


J3 


4J 


rH 


-H 


(0 








- u 


JJ -H 




4J 


rH 


•H 


a 


1 








OJ 


JJ -H 




JJ 




U> 






U 


JJ 


a) 


& 


0 


u 


cn oj 


01 






(J 


4J 


OJ 




0 


u 


o 


XI 


(0 






0 


a> 




i-H 


X 


c 




OJ 


m 


OJ 


cn xj 


O OJ 




rH 


X 


CJ 


•d 


OJ 


VM 


OJ 


o 


5 


O OJ 




rH 


4J 


r4 


-a 


n) 




a 


•rH 


(0 




aim ? 




T3 


qua 


OJ 


OJ 


-H 


CO 




CD VO 




i-l u 


rt 


TJ 


CD 


an 


& 




nv 


Ot 


OJ 


al 


OJ 

■u 


H 


•d oj 


an 


>i 


nv 


iJ 

o 


OJ 


al 


OJ 
XJ 


rH 


cn 


T3 OJ 


an 


& 

OJ 


C 






cu 


rH 


•H 


ai 


TO 


Vh 




O o 






OJ 


rH 


•H 


OJ 


T) 


5h 


c 


i 


CM 


rt u 




o 


-H 








rH 


•H 


OJ 


■H 


& 00 


O -H 






x» 




rH 


■H 


OJ 


•H 




in 


O "H 








CO 


rH 






o 


u 


c 




CM 


ft iJ 


cn 


M 




JJ 


u 




C 






rH 


ft JJ 


o 


n 


01 


0 


cn 


O 


Vh 


c 




0 


OJ 




0) O 


cn 


0 


rH 


a 




O 


OJ 


rS O 




to 0 


o 


o 




a) 


in 




CU 


OJ 




<u 


tn c 


H 0 


OJ OJ 


in 




OJ 


a 




OJ 


01 


c 


rH 


O 


OJ OJ 


vo 






rH 


rH 


c 


«4H 


CO 


& 


rH 






4J 


U rH 


rH 




tu 


01 




rH 




rd 




XJ 


VH rH 


H 


c 


u 


O 




rtf 


CU 


OJ 


rH 


u 


OJ 




O 


H CJ 




«d 


OJ 


OJ 


rH 


u 


4) 




o 




U U 




rt 


0 






^! 


u 


u 


0 


3 X! 


CO 


U in 


o 5 


§ 


XJ 


r4 


u 


0 


g 


x; 




u 


in 


O 3 




XJ 


u 


g 


1 


4J 


cu 


ft 


04 C 


4J 


-H 


W rH 


U C 




4-1 




ft 


ft 




*j 


•H 


CO 


rH 


u rt 


£ 


JJ 



WO 01/22920 



1386 



PCT/US00/26524 



\o o 
cn 

rH oo o 

(J\ - «f rH 

m o cn 

Fh cti < - - o 

H H M rt 

CM r( J 

w uj in ^ n) 

rO CO CN V0 - 



in - 

H CO 
< CO 
(N ^ 

< o) n 
oono 

r> Pi ro 



CN 



. tn 



CO CN 

ro in < 

5 ~ 



* - j 

o 

n co 

<n co h 

*J« CN LD 

r> o o\ 

o m o\ 

3 § a 



O Ol rf 

o> r- <r; 



m n ^ in 

• (Ti O H U1 

o r- 
h in <n 

333 



O CN ^ 

r- r- 

^ vo o 

o m cn 

^ r- m 

H U «; 



rn h Tf o 

cn vo o r- 

r> yo o m 

CA co \d *r 

* M O n 

w co m o 

333a 



u> 

H r- Ol rH in ft 

a\ r» u r* Tf < 

vd co r> r- co 

^ ri r* r« - 

m yj cm m co ^ 

in o n in ^ 

m S h h a. o 

ri: *c *< < rg 

in 

- * * * « rH 

in cn in ro o tt 

r- o \o co < 

tft H N Ch h 

O O m o o - 

co r- cn co m 

«> r- o in (N «j 

M H m h m a\ 

rfl ri! < < < m 



CA Cl 00 H 00 

■>j< m cn co o - 

a\ co vo o r> r- 

(*i d o n 03 n 

O (Ti f) I s fl CO 

vo ro vo ro m H 

»i w IH M S r~ 

3 < < < < W 



CM CO in H o 

o o m n o in 

<T\ LP O r-t m O 

o \o in m a\ n 

H CN 1*1 CD tJ* in 

CO ri M CD > ^ 

H H H H dl ? 

ft. < < 5! & 




(N ro o <? 

m U> 3 \o 
ce! £ 









rd 


of 


m 








0) 




0 






S M 


CN 










CU 


00 






1 






O 








Tt 


1 




tn 






ffl 01 






o> t3 




o 


XI 




0 


a § 


JJ 


01 


m-H 
ti n 


xT 


JJ 


•H 




C 


-H o 


rd 


H 


rd 


8 


0 


(Q 03 






p! 


u 

U-l 


re 


■H « 
T3 


Of 


een 


m £ 

JJ 
CD O 


TJ 


rd 


to 


«J 




•H ,Q 


0> 






«H 


JJ 




15 


ft 


8 c 




(U 


43 01 


3 


0 


o> 




£1 


U 


rH 


-H 


to 3 






- O 


O 


JJ 


a) tr 


o 


V* 


H J3 


X 


C TJ 0> 


<u 


01 


o 3 


a> 


CD 


■H CD 




cn vo 








iH 


CU 


H - 


>. 


5 


0 a> 


<fl 


XJ 






-i-t 


V T3 


U 


c 


O <7\ 


XI 




rH -H 


ot 


-H 


a o 


til 




u jj 


ti 




ft 


rH 




3 o 


a) 


>, a 


01 


0» C OJ 


oi d 


M 0 



ti rd 



n -h 
C 

o d 

-h s 

u 0 to ^ 

•H J2 -H rH 
CO 10 



JJ -H 4J 



m ta in 
w-h n h 



TJ 4) n) I 

0 -H - 

to 0 o 

<U 4) vo 

U ^ H H 



O •■ 

0 3 O X! 
0 c a JJ 













*4-C 




ti» 






at 


0 








>s 


u 






0 




XI 


01 


CN 




E 








CN 








TJ 






Cl 




rd 


01 






Xi 


0 




Xt 




0 


u 






xt 


JJ 




0> 


c 


u 


i 




B 


a 


-H 


o 




H 


0 


0 


a 


CO 










■H 


01 


14-1 


Cl 




0) 




tJ 


0 


01 




^ 








0) 


TJ 


rd 


§• 


01 


rd 




<u 




0 


o 


<H 


JJ 


•d 


c 


o 


c 




01 




0 




Q> 




XJ 


cl 


ti 


to 

OJ 


g- 


0 


VJ 


K 


c 


T3 


0> 


tj-l 


01 


0) 




•H 


CO 




01 




> 


JJ 






0) 


>. 




o 


0) 


ro 


JJ 


l-i 


-H 


CU 


TJ 




a 


X) 




(H 


-H 


o> 


•H 


rd 




u 


4J 


c 




M 


c 




0 


0) 


& 


0) 


(U 


1 


0) 


tn 




4-1 


u 




rH 




rd 


0) 


OJ 




U 


01 




M 




o 




x: 


to 




ft 


ft c 


jj 


•H 



WO 01/22920 



1387 



PCT/US00/26524 



r- h 
in 

O VO 

CO o 

r- u 

-3 - 



oo r- 



03 

*■ H O 

* O ID 

n h o <■ 

cm in cpi in 

^ «) H PI 

rH M ft 

m <C <i o\ 

r- o h m 

- VO H VO < - - P 

IN H H in 00 CO 
CO rH 

ro CO 
CN O I 



!3SS 



ir oo in ffi n n 

in o rH 

vo o cn 

h o o in 

a) S S fi 

H < < o 

00 3 - - 3 
in ro 
or- - 
cn in rg 

. ...... co cm in 

O <£ H 

u2< 



i (7) 00 i 

i Tf* c 

i in in 

i m iH i 

> t> oo ro o i 



r- o vd •<}< cn 

H <N CN i— I CD 

ro m 

in <J\ 

vd r- 

(N (N O n o 



cn 

r* ro 

CO H 



<n ro o 



co r- in 

Ol N IS 

I 1 (N CN 

in in <f 



VO CO 
f-t 

o a\ 
H ro 



i r- rH 

, O ON 

n Cn 

rH 00 

co ro 

O o 



in in 

o in to 

^ ID OA I 

I s M (N 

in in cn 

co ro ro 



-3 



o 

cm ro 
ro o 



oo o i-l 



O ^ 

ro r- 

rH oo 

O rH 



<C rtl ^ 5 

. .3 . . 



m o (N * I s 



as 



00 H 

CO H 1 

00 < i 
H 



i cr> o 
co 

> Cn rO 

■tf O 

rH rH 

O < 
M 

< ~ 

- CN 

tn o 

cn m 

CD CO 



co cn it in 

^ in ^ 

O ID (N 

o on r- 

O CN 

■ Q Qi - 



■# ro 

oo in 

ro ro 

co VD 

3 3 



^ in co 

o\ o\ o 

ID fl> rl 

v m <j 

vo ro 

3 in o 



rH 
CO iJ* 

(N O 

vo o 

O CO 
U VO 



n m o co m 

KD H » CTl O LD CA 
HO^roOr-covci 



I VO O 

I o 

i VO *r 

I IN £ 



33 



i o o 
< 1 



in 

r- ~ - 

io co n 

* O N 

vo at in 

P! o in 
o 

rH 

.in - 

o m cn 

O H (N 

o co in 

o i> in 

MOO 

<C (L, Pu 



in vo 
ro cn 



35 



r- in 
* in m 

' (N ro 
\ (N rH 

!33 



vo r- 

- o> o 

> ro co 
t cm in 

> Co cn 
i X X 



ooirovocnvoroco 
oincnrHr-^rmo 



o O • 

in cn i 

O CA < 

ro CN I 



35 



< 4: < 



CN CO 

ro in 
vo r- 

rH in 

%0 



CO CO H 

o in ot 

r> cn cn 

cn in H 

cn o r> 

VO CD ^ 



VO 

o 

cm oo vo m 

rH O O rH 
CO CO 00 iH 

o tn in ro 

1 O CN Cn 
1 U (N X 

*1 

i - <c - 

) tj» r- 

i (N - O 

oo Cn oo 

~ o cn in 

• Co r- cm 

O ^ (N 

3sa 
a - 



CN 



vo 

ro vo 



3S833: 



cn i> in 

rH ro ro 

in r- ro 

rH VD H 

S Cn 

< X < 





Q 














4H 




Q 












cd 


M-l 






a 








MH 


H 














0 




H 














0 


VM 




M 








0 


a 








OJ 

u 




<D 


rH 


o 


a 








OJ 




OJ 

u 


r- 


O 




a 










pq 








0 




OJ 


(N 




w 


U 








XI 


0) 


H 


^ 






H 






OJ 


im to 


OJ 






E 






O 


OJ A 


VM 0) 


QJ 






g 


TJ 




CN 


OJ 


x> 


VM CD 


CD 






01 Xi 




iJ 






no 


S 


H 


cn 


0 


JJ 










(N 


tn 




O 


JJ 






CD 




nj 








ID OJ 






OJ TJ 


a 


(0 








rtJ OJ 






OJ 


TJ 


a 


rd 




0) 


iJ TJ 




OJ 






0 


_ X) 




0 


JJ C 


CO -H 


OJ 






0 


_ X? 




0 


jj 




CO -rH 


OJ 




Xi 


C G 




n 








tJl-H 




JJ 


c « 


c 


IJ 




JJ 




cn-H 


xT 


JJ 


c 


m 




M 




JJ 


•H ft) 


•2 8 


01 






OJ 


c u 






-H 


■H 3 


01 




£ 




C3 kr 










-2 6 


cn 












c 


•H U 


CO 


H 


rfl 




£ 


-H O 


cd 


rH 




rd 








E 


G nj 


-U 0 


CO 




8 


0 


to 01 






c 


JJ O 


a) 




O 


0 


tn to 










JJ O 


to 




o 




•h X! 




rH 


>H 




-H 0) 


KH 


c 


cd J5 


•H Xi 


■H 


rH 


M 




-H OJ 




c 


cd 


Xi 


•H Xi 


-H 


rH 


u 


Xi 


0) 0) 






tM 


OJ 


Jh TJ 


0 


OJ 


JJ 


tn to 






VM 


aj 


)H TJ 


o 


OJ 




JJ 


ta oi 






4J 


CO JJ 


0 


XI 


+ 




^ 


a 




OJ 


03 0 


0 


Xt 


+ 




u 


P< 




OJ 


to 


0 


0 


Xt 


+ 




•H 0 


a to 






TJ 




6 OJ 


(8 


3 




ft CQ 






TJ 


rO 


E OJ 


rd 




•H 


Xt 


ft 01 






TJ 


XI 


a 


OJ 




OJ 




o 0 


rH 


jJ 




OJ 


OJ 


rtf 


OJ 




0 u 


rH 


jj 






QJ 


0) 


ra 


4) 




Oj p 






C! 


V (S 




<U 


XI 0) 


oj d 


u 






C 


u a 


i 


OJ 


X? 


OJ 


OJ 3 


rH 




TJ 


0) 


A T3 


0) 


0 


% 


0 


a 








x; tj 


0) 


O 


% 


O 


OJ 




X» 




u 


Xi TJ 


OJ 


o 


3 


U 


■P -h 


s: 


V 


rH 


-H 


CO p 




■ ^ 


JJ -H 




JJ 


rH 


-H 


to p 


U 






0) 


JJ -H 




JJ 


rH 


CN OJ 


to 


3 




o 


4J 


0 


V( 


m XI 




•i 




O 


JJ 


OJ & 


0 




*P 


i 


to 






U 


O XI 


0 OJ 




r-t 


X 


C 


TJ QJ 


VM 


OJ 


o 3 


0 CJ 




rH 


X 


C 


TJ OJ 


4H 


OJ 


o 




O OJ 




rH 


X 


vo S 


JJ u 


XJ 


(It 


0) 


OJ 


•H 01 




01 vo 


JJ k 


TJ 


rd 


OJ 


OJ 


•H to 




cn vo 




JJ H 


1 


rd 


OJ 


rH 




c 


& 








rH 


4J 


rH - 




C 


P 




> 


JJ 


rH 


OJ 


H 








& 






TJ CD 




5m C 


0 OJ 


(0 


JJ 


.. LO 


TJ CJ 


rd 






c 


O OJ 


nj 


jj 




rH 


TJ OJ 


rd 


>* 


O VO 


e -a 




CD 


rH 


•H 


OJ 11 




C 


O ro 


C TJ 




OJ 


rH 




OJ TJ 


U 


c 


6 


ro 


a tj 




OJ 


rH 


2 ro 


0 *H 








rH -H 


OJ 


-H 


S3 o 


O -H 






X) 




rH -H 


OJ 


•H 




CN 


O -H 






XI 


rO 


a 4-> 


CN 




•3 


D 


O iJ 


CI 




iH 


a jj 


ro 


IH 


td 


JJ 


O JJ 


a 






CN 


a jj 




u 


(0 




CO) 0 


o 


0 




c 


P 0 


<D 


>, Q 


to 0 


O 


o 


M 


c 


P O 


OJ 


>. a 




ta O 


o 


O 


U 


a o 


a> oj 


vo 




a> 


OJ 




cn 


C 


H 0 


OJ OJ 


vo 




OJ 


OJ 


&s 


cn c 


H 


0 


OJ OJ 


vo 




OJ 




U i-t 


rH 


C 


4-4 


cn 


R5 




CO 


JJ 


M rH 






MH 


to 






co 




JJ 


U rH 


rH 


a 


MH 


a 


^ u 




nl 


OJ 


OJ 


rH U 


CJ 




o 


M U 




rd 


ai 


OJ 


rH U 


OJ 




Of 




n u 




rd 


o 


U tn 


0 3 


o 


X! 


M 


u 


0 3 




cn 


W in 


0 3 


O 


X! 


u 




O 3 X! 


CO 


n 


in 


0 3 


§ 


Xi 


JH 


CO <H 


u c 


2 


U 


& 


Ck Q, C 


JJ 


•H 


CO H 


U CJ 


53 


JJ 


0* 


a 


a c 


jj 


■H 


CO 


H 


O C 




JJ 





WO 01/22920 



1388 



PCT/US00/26524 



m m 



in cn 

a m o 

tJ< m o 

in s <*» 

o <; oo 

cn 

- r- - 

m ffl w 

o cn m 

co cn t> 

t-4 m in 
OS-* 

<* <d K 



<n t~ en 

in m o 

<Ti O <T\ 

o\ oo cn 

cn eg cn 

m tH m 

2 H S 

rfj <c 



co m 

Tji o 

<Tk CO 

- at vo 




P~ - - H 

ui v <m n 

n ch ch S 

r4 ^ ^ 

£ ID V0 - 

o o in 

- o o cn 



vo o o a\ 

CD O O VO 



:32 

o co 
O - - S 

SU) i-t < 

£T» CT\ - I 

Tj. Tj- CO ■ 

> VD VD N 1 

Tf O O rH ' 

CN O O \0 < 



VO (N r» CO 00 C\ 

cn CN s ffi to CD 

00 1(1 ^ ^ f ^ 

rl N VO U) ^ U) 

H co m o o © o 

r- in o o o o 



rtj H VD 

< < w 









<d 


4-1 


m 




ID 














Of 


MH 






ID 












of 






ID 




CJ 






CD 


o 


0 












(U 




1) 




0 














V 


QJ 

rl 




o 








H 












o 








rl 




rl 


rO 








a 








u 


in 






a 




O 






4) 


in 


u 




w 


u 






0 


XI 


<D 


U5 








u 








o 


X) CU 


en 


rl 




pq 


rl 


E 










0) 




ai 


CU 






E 




X5 


*£> 


1> 


Xl 




CO 


d> 






E 


^1 


H 


(U 


xt 


i«H cn 


CU 




T3 


* 


VD 


01 Xl 
QJ 


0 




JJ 








T) 




rH 


01 




0 




jj 










H 


cn 




0 


JJ 


M 


id 


a> 








c 


«TJ 




QJ 


V4 


(d cu 






OJ 






c 


id 




a 


u 






<u 


TJ 


c 


id 


0 




XI 




0 


JJ T) 


to 


•rH 


(U 




si 


0 


XJ 




0 


-P 




CO 




cu 




xs 


o 


XI - 


0 


jj 


C 


CO -H 


CU 




cn 


•H 


X) 


JJ 


c c 


c 




U 




jj 




01 *iH 


Xl 


4J 


CJ 


cd 


C! 








4J 


0) 


Oi-H XI 


JJ 


d 


cd 




u 


cu 


c 








•H td 


o 




cn 






<u 


C rl 






•rl 




0 


s 


0> 






C r< • 




■H 




Is 


cn 


(3 




U 


<d 


iH 




■H 


i 






E 


c 


•H U 


(tJ 


H 




id 


■H 










c 


-H U Id 


H 




ni 






O 


0] 


CO 








Jj 


O 


m 




0 


0 


CO 01 






c 






0 


to 






o 


to to 




c 




JJ 0 


ca 




•H 


a> 


4h 


c 


m 




X! 


*H 


rH 






•H QJ 


4H 


C 






•H 


X! 


•H 


H 


rl 




-rH CU «*H 




id sz 


H XJ 


■H 


<u 


rl 


TJ 


0 


CU 


x: 


CO 


w 






*IH 


D 


rl TJ 


0 


CU 






CO 


CO 






«M 


CU 


Vh td* O 


cu 




jj 


CO Ul 




M 








4) 


to i-> 


o 




J3 


+ 




rl 








CO 


0 






XI 


+ 




rl 


a 


QJ 


CO 


o 


0 


X) 




1 


V 


td 




-H 0 


p. 


CD 






Tl 


id 


§■» 


(fl 


f 


-H 


XI 


& 


CO 






TJ 


tfl 


e cu tfl 




•H 


XI 


a w 






O 


rH 


JJ 






CJ 


0) 


n) 


ai 




0 u 


rH 


JJ 








CU 


0) 




0) 




O U rH 


jj 








cu 


c 


U 


c 




V 




a> 




rJ 




C 


U C 




a> 


X) 


QJ 


<L> 




rl 




% 


c 


U C 3 


0) 


xt 


cu 


CU 3 




o 






1 


XI 




XJ 


TJ 


<U 


0 




0 




E 


XI 




M 


X! 


T3 


CU 


0 




0 


tu e 
to a u 


XI 




u 


TJ 


CU 




01 








v rl 


4J 


•H 




jj 


rH 


-H 


co p 








£ 


JJ 


-H 




JJ 


rH 








cu 


JJ 'H XI 


JJ 


<u 


g. 


0 


lH 


in CU 




CO 


3 




u 


U 


0 


u 


vo 




CO 






U 


JJ 


a> & o 


rl 






CO 


3 


a 


•a 




4-1 


<U 


o xj 


o 


CU 




rH 


X 




TJ 0) 


4H 


d) 


o 


3 


0 


V 




rH 


X 


c 


TJ QJ *+H 


<L) 


o 




O QJ 




(L) 


•H 


IQ 




tnvs 3 


JJ 


H 


■a 




CU 


CU 


•H D) 




01 VD 




JJ 


U 




cd 


CU 


CU 


-rl CO 






JJ U 


TJ 


£ 


JJ 






CU 


H 






c 


& 




> 


JJ 


rH 


<U 


H 








c 






> 


JJ rH 


cu 


iH 




TJ <U 




0 


OJ 


(fl 


JJ 






V 






o <u 


(d 


J-> 




r- 


TJ 


0) 


(d 






O a> rd 


JJ 




cn 


(d 


-H 


QJ 


TJ 




c 


O cn 




TJ 




a) 




•H 


CU x> 


rl 


C! 


§ 


r- 


C! 


•d 




<L> 


rH 


•H 


a> tJ u 


c S 


o 


C! TJ 






H 


•H 


<u 


■H 


a r- 




-H 






XI 




rH -H 


CU 


•H 




u> 


O 


•H 






XI 




rH -H QJ 


CM 


O -H 




JJ 


O 


JJ 


c 




\D 


a 


JJ 


in 




rt 




U *J 








rH 


a jj 


M> 


rl 


(d 


JJ 


U JJ c 






rH 


Q4 JJ 


r- 




0 


4) 




CO 


o 


o 


o 


n 


c 


3 o 


a> 


so 




cn 


0 


O 


O 


U 


c 


3 O QJ 


>. « 




to O 


o 


0) 






01 


d 


M 0 


cu 


cu 


to 




CU 


<L> 




CO fl 


M 


0 


cu 


CU 


VD 




CU 


QJ 


^rH ^ 


C 


M 


O 


CU QJ 


\D 


CO 


g. 




m 


Jj 


u 


rH 


rH 


C! 




CO 


SL5 








JJ 


u 


rH 


rH 


EJ 


<M 


CO 




rt 




JJ 


U rH 


H 


CU 


rH 


O 


<D 


a 


u 


u 




(0 




CU 


rH U 


tu 




o 




u 


U 




id 


CU 


CU 


rH O QJ 




O 




u u 


d 


u 


0 




si 


D) 


w m 


o 






X! 


£ 


iH 


0 3 


si 


CO 


w 


in 


0 


3 


6 


XI 


r4 


u 


O 3 XJ 


to 


w 


in 


0 2 




(X 


a 


g 


jj 


-H 


03 H 


u 


c 








a 


a c 




■rl 


w 


H 


o 


C 


z 


jj 


04 


a a c jj 


•H 


cn 


rH 


U CJ 


2 



WO 01/22920 



1389 



PCT/US00/26524 





1/1 


rH 


VD 


in 


r> 


ro 


cn rg 


00 


CN 


in cn cn 


cn ro 


O 


o 


00 


CO 


r> 


ro 


CO 


H 


00 


cn 


r> 


ro 








in cn 


cn 




o 


H 


Ok 


cn 


rH 




rH O 


rH 


H 


r> r> - h 


rr in 


ro 


to 


ro 


o 


o 


r> 






ro 


r- 


ro 


in 




i-H 










<3< 


00 


VD 


CN 


CO 




in h 


CN 


CO 


cn t- in r* 


in r- 


cn 


ro 


vo 


in 


ro 


o 


ro ro 


o 


vo 


tn 


o 


cn 


00 


in 


cn 


in rt 


VD 




ro 


r- 


in 


CO 


p- 


H 


CO VO 


00 


r- 


vo O CO o 


o cn 


cn 


CO 


r> 


vo 


CN 


00 




CN 


O 


ro 


in 


vo 


CO 


VD 


vo 








tn 


00 


in 


CN 


CO 


o 


ro in 


CN 


00 


TT vo ^ o 


ro r* 


o 


CN 




r> 


cn 


CN 


vo ro 


VD 






rO 


cn 


cn 


CN 


CN 








5f 


ro 


CT\ 


00 


ro 


00 


ro cn 


00 




ro ro r- H 


th in 


vo 


CO 


in 


ro 


ro 


CO 


ro VO 


cn 


vo 


CN 


rH 


vo 


CN 


cn 


CD 








H 




H 


M 


5 


H 


2 M 


M 




H 2 QQ <£ 




H 


M 














M 






H 


00 


JH 


ro 








rt 


rt 


rt 


< 


rt 


rt 


rt rt 


< 


3 


< < m < 

H 


35 


< 


< 




3 


3 




< < 


< 


< 


3 




< in < 

H 


00 

s 


rt rt 


rt 






ro 


cn 




CO 


r- 


CO rH 


in 


r> 


CO T O 


ro vo 


ro 


O 


in 


cn 




fN 


O 00 




r> 


in 


r- 


cn 




o 




rt rt 






o 


Tr 




cn 


CO 


VO 


VO rH 


cn 


CO 


CO O - 


oo cn 


rH 


CO 


ro 


ro 


oo 


Tt« 


in cn 


o 


^j* 




vo 


VD 




rt 




m ro 


cn 




rH 


-i< 


CO 


p- 


H 


H 


o r- 


vo 


ro 


^ n o ^ 




ro 


00 


CO 


vo 




VO 


o o 


rO 


in 




CO 






o 


VD 


ro rt 


00 




r> 


(O 




r- 


r> 


VO 


rt r- 


rH 


H 


^j* o cn cn 


vo r- 




ro 


o 


N* 


vo 


H 


vo in 


O 


CN 


vo 


rH 


rO 


00 


vo 


-a* 


P- -4* 


cn 




00 


VO 


10 


co 


CN 


in 


CN CN 


rH 


CM 


VD ro cn ro 


r- oo 


ro 


in 


vo 


in 


r- 


VO 


ro cn 


r- 


VO 


r- 


VO 


in 


■tf 


r- 


*r 


CO 00 


vo 




in 


ro 


ro 


ro 


in 


cn 


cn cn 


CM 


cn 


ro rH in r- 


ro ro 


cn 


in 


ro 


ro 


ro 


ro 


rH VD 




ro 


rO 


cn 


■St* 


cn 


ro 


r- 


in in 


m 




H 










M 


M M 


M 


M 


3 S o n 


2 2 


H 




rH 




S 


S M 


M 






M 


M 


CO 




vo 


M rt 


in 




rt 


3 


3 


3 




rt 


< < 


< 


< 


< < V < < < 


< 


33 


< *c < 


< < 


< 


< < < < 


in 

H 


< ro 


rt rt 


rt 




rt 


CN 


r» 


in 


o 


o 


CN rH 


in 


in 


co r> oo cn 


o 


00 


rO 


ro 


00 


CN 


r- 


i-t r> 


VO 


CN 


O 


H 


r> 




in 




vo r- 


CO 




rt 


rO 


in 


o 


CN 


V£J 


r- VO 


cn 


00 


H VO fl" OJ 


vo o 


ro 


VO 


r* 


rH 


O 


CN 


r- ro 


CN 


VO 


CN 


VO 


vo 




H 




CN 


CN 




in 


00 


Q\ 


o 


CN 


CN 


ro cn 


vo 


r- 


cn cn cn o 


CN CO 


cn 


cn 


o 


r- 


rH 


r- 


o o 


ro 


r- 


cn 


o 


H 


H 


r- 


in 


m ^* 






rO 


VO 


VD 


p* 


i-l 


00 


o 


CN 


CN 


ro O CN CN 


cn m 


cn 


H 


o 


CN 


CN 


CN 


r- cn 


vo 


o 


in 


in 


O 


V0 


r> 


o 


ro ro 






VD 


cn 


CN 


CN 


CO 


rt 


o r- 


r- 


00 


vo ^ t- vo 


vo r> 


vo 


ro 




CO 


VO 


vo 


r> m 


H 


vo 


r> 


vo 


in 


in 


CO 


in 




CN 




ON 


r> 


CO 


00 


in 


CO 


M« o 


o\ 


VO 


(O VO CM 


<N H 


in 


Tj< 


o 


vo 


cn 


ro 


CN H 


(O 


ro 


ro 


ro 


CN 


cn 


ro 


in 


ro 


rH 




H 


H 


M 


M 




M 


H H 


H 


H 


2 2 M M 


M S 


H 


H 




M 


M 












a 


M 


CN 


X 










< 


< 


< 


rt 


i 




< < < 


< rtl < < < < < 


< 


< 


a 




< 


3 


a a 




3 


3 








rt 


Q 


rt rt 


rt 




rO 




ro 


O 


CN 




vo r- 


CN 




VO CN VO rO 


vo r~ 


cn 


CO 


CN 




00 


CO 


rH in 




ro 


cn 








r- 




cn cn 


CN 




IN 


CN 


cn 


CO 


in 




co r- 


cn 


H 


rO VD tJ< 


ro vo 




cn 


rH 


o 




r* 


ro CN 


ro 


CO 




^ 


VO 


ro 




CO 


cn oo 






VO 


P- 


P» 


o 


in 


CN 


CO 


cn 


H 


cn co cn cn 


oo cn 


o 


cn 


CO 


H 


in 


cn 


in ro 


O 


O 


ro 


in 


CN 


CN 


in 


r- 


m *r 


cn 




r- 


^ 


r- 


in 


CN 


ro 


f*> 


o 


VO 


r> ro vo in 


in cn 


vo 


r> 


r> 


r> 


fN 


ro 


rH ^« 


r> 


r- 


rH 


o 


rH 


VO 


r> 


CN 


00 vo 


o 




o 




CO 


in 


cn 


VO 


o cn 


CN 


r- 


ro rH cn ro 


in r- 




r> 


cn 


r- 


cn 


H 


VO CO 


t> 


r- 


cn 


ro 


CO 


r- 


ro 


ro 


cn r> 


vo 




o 


VO 


ro 


cn 


rt 


ro 


cn vo 


cn 


o 


ro cn id vo 


cn cn 




vo 


in 


ro 




CO 


cn cn 


ro 


ro 


ro 


rH 


in 


(O 


in 


rt 


co ro 


ro 






H 


% 


M 


2 


2 


M M 


M 


3 


S H W M 


(H M 




H 


H 


s 




H 


H H 




3 








2 


H 




d 5 












< 


rt 




rt rt 


rt 












(It 








a 




















































o 


IM 




H 


















































CD 




0 






















































-* 






c* 
















































XI 


cu 


cn 


u 




Cll 


u 










































i 








in 


CD Xt 


4-1 


01 


4) 














































-d 


1 


CN 


Cn 


0 




jj 








































0) 


n 




cu 






eu t> 






rd 










































0 




x» 




O 


4J C 


cn 


■H 


tt> 








































4J 






-H 


X? 


■P 


C m 


a 




rH 










































CU 










-H 


o 


i 


01 








































e 


a 


•H 


U 


cd 


rt 


(0 


■H 












































o 


0 


10 


CO 






c 


4-1 


0 










































u 




-H 


cu 


m 




rO X! 




■H H 








































VU 


a> 




0 


0} 


JJ 


ta 


CO 








































+ 




u 










CO 0 


0 




x» + 








































-a 


rrj 


t 


CU 


IS 


§ 


•H XI 




CO 










































ai 






o 


rt 


4-> 






a> 


CU rrj 








































x> 




u 


S 




0) 


XI (U 


cu 


a 


U 






































0 


3 


0 




cu 


1 


X) 


u 


XI 


TJ 


CU O 








































iH 


-H 


to 








- 9i 


V 


-H 










































U 


XJ 


QJ 


& 


o 


M 


CO JS 




CQ 


% v 








































X 




T) 


cu 


IM 


CU 


o S 


o 


CU 


rH 






































rrj 


ai 


cu 


•H 


01 




0> VO 


u 


r4 


T3 rt) 






































3 




> 


U 




rt 


CU 








c s 






































D 1 


>s c 


0 


cu 


nj 


JJ 


•• 00 


TJ 


CU 


CO cr 






































<U 


rH 


-H 


cu n 


M 


d 


O o 


C TJ 


CU 








































Xt 




r—i 


•H 


cu 


-H 


B vo 


0 


■H 








































M 


nj 




u 




c 




CN 


a u 


co U 






































0 


H 


c 




o 


cu 




to 


O 


o o 








































D 


ID 




cu 


cn 


c 


H 0 


V 


V 


vo 








































«w 


CO 


£ 


iH 


<u 




u 


rH 


H C 






































(0 


V 


(D 


r-l 


CJ 


cu 




o 


u 


U 


rrj 








































i-i 




o 




.a 


to 


W in 


0 




O XJ 






































JJ 


Cu 






4-» 


•H 


CO rH 


u 











































WO 01/22920 



1390 



PCTYUS00/26524 



m o 01 vo cn in 
o m co m ry co 
vo r* r» cn r- r- 


2 2 i-f CN o 
- - < < - - - 00 - O - - LT> 

r- in ujr-oooincNHH 

HO - -r-CMCOH^CMinHE 

r- r* o r- m co m innmrn 


U1 N ^ * h in 
m r* r- u> rH r- 
o in ci fi m o 


^ n id ro >o co o - cn Q fi o - 

r-r-CTiU>U)C0\OfMCN OCTlVO 

nn^MMinnhS; • u Q in 


h u 2 h 2 

a *c < <c < 


S^iDocfd^tn uj t-i 
<<nn^<ri . r» - -co 

32 OHHCOOO 


co vo o in vo cn 

(ft O M CO fl N 


U) CO VDCTIO 0\ U) CO M 

<t co - - vo in co - r-t E o m - 


m co m u> o 
cn r- vo m co 
n co fi r* r> en 


cnoncMt-wr-coo ooo 
n\x)U)or>cor-r- cm cn 


i-t r> co iH m r-i 
2 *£ 2 2 2 
3 < < < < < 


nnrHininmnco - m - - cn 
22cnvoH22rHC-roeo-<rm 

H 2 H ffl M M 


11162, 
J7798, 
?3707 , 

?3783, 
^4712, 


73627, 
51939, 
174 1 
540, J 
53272, 
J3505, 
33654, 
73706, 
L, A4: 
151, I 
?, M7; 
7, Xl( 
52808, 


n ro ro co rn rn 
2 ? J H S S 

< < < <t < 

m o ao o !— i cn 


(tiHffipinrtciOTrMinino 

3 MOO 

hh.. 

rrt o a) h <f o ro r~ 


in o o m 1 co if 

t- r* v> cn r- in 
r- in n ro 


rH rH O - CM *0 VO -CO - - O 

\oro<Hr-r-Tj<ininy>voi-coco 


\o co in co in 

M Ifl Ol Ul ffl O 


c"ivovovor^ovor-fM«j*H!-im 
rf^»iin2MS2HaooK 



\D CO t-H r- 

m * x S 

• U5 m - - ' 

h o ci m 

i X W cn «> 



i m - 

l O 00 

! o r- 

U (N 

• < o 



- O ' 
^ O < 

n J i 



CO O CN O 

in u> vo 



i m cn i 



» o o 
l o o 

• u u 



in 

■ O CO 

i cn r- 

i in •<*• 

o o 

- o o 

u u 

< < 



o cn i 

o ci I 

Qm ^ i 

*K CN I 



in 

co - 

t> t- 

o CN 

iH O 

Ix, cn 

< P 



- CN 

iH U> I 

VO V> I 

CM O I 

o i 

ro fu i 

< < : 



CM CM 

■c cn 
r-i cn 


076, 
583, 
648, 
582, 
527, 
438, 
250, 


cm 

cn m 
cn 

co - 


<T t <—i i>» w 
* * «> H N W H 

r- h cm cn \o o o 

H 2 H H H H *t 
ril < < < rtl < a 


in r- 
m in 

^ Tj. 

U> o 
m in 
- o tn 
o *£ 
cn < ^ 
in h 


AI304852, 
AI956147, 
AI056100, 
AI692564, 
AI922688, 
AI471612, 
AI582628 ( 


, MS9258, U7: 
22, AA054073, 
28, T10888, i 


64, AI686197, 

23, AW418630, 
44, AI763361, 
14, AI9S5008, 

24, AI261B83, 
37, AI871936, 
41 BUT no a c. i 


r- i-i m 
in o cn 
cn ^ n 
cn o cn 

£35 


AW2997 
AA5240 
AI4921 
AW293 7 
AW4395 
AI0924 
AA1017 



u 

Xi o 
si 



cn Vh 
cn a> 
Cn 



a> 




fO 


cu 




<u 


X! 


0 








0 JJ 


u 




Cn 


•t-i 


.0 


*J 13 






C 


U 




-H 


B 




-H 


u 


rfl 


iH 


O 


0 


in 


CO 




c: 


n 




-H 


<u 


4H 






OJ 




XI 


0 


QJ 




u 








cu to 


xt 






OJ 


m 


S -H 


cu 




0 


u 


rH 


OJ 




c 


U 


c 




0) A 




0 




OJ 


e 




rH 


-H 


CO 








O 




0) 


& 


0 


U cn 




c: 


XI 


OJ 


WH 


0) o 


0) 




•H 


w 




01 vo 




> 






rH 


0) H 




0 


0) 


(S 


JJ •• 


iH 


-H 


cu 


XJ 


rl 


C O 


J3 




rH 


-H 


OJ 


-H S 


ret 


JJ 


U 


iJ 


c 




n 


c 


3 


0 


0J 


>i Q 


<u 


<u 


C 


a) 


cn c m 


<4-l 


to 






rd 


at 


0) 




u 


V 


a 


u 




o 




x: 


to W 




Or 




4J 


-H CO 



WO 01/22920 



1391 



PCT/US00/26524 



h r- % i 
o cn 
cn h - 

V£> fO I 

(NtnONrOOOJN 



o in 

PI GO VO - O i 

u> in oo o on 

(Ti Tjt p~ m P- 

^ in oo r- ^ ' 



i in in 
i ro vo 
i ci vo 



: *n <: 

M 



N VO H 
WHO 

cm r- 

H h W 

S 5 S S ^ 



co o 
in in 



in i 

- - S3 ■ 

H Cn i 

cn o - i 

VD CO CN 

en r- o 

vo oo r- " 

ti< oo in i 

m m r- i 

tt < ' 



i vo h tt 

: * 3! < 3! 



^ (O H H W 



- p- 

o h m 

03 ~ Ul CN 

O O CO CO 

o r*- vo Q 
r- in 

in r- co 

m r- <£ 

- rtl n <£ 

1 5 

- < - in 
r* vo m 
cn «• o D 

(N -* 

m o cn 

vo o cn h 

r- vo o oo 

h o rf o 

< m <c cn 

rf! oo 

- < »C0 



- n m N O ri o 



r- rH 
O VO 
VD CO 

vo in 
r- o 
cn cn 

SI 



r- n o 

cn m ^ 

M M S 

< *: *: 



cn 

r> oo - 

m oo o 

•H 00 03 

to o ^ 

in in o 



i r* o o h o 



w co o * 

m o r- rH 

p- o t> <J\ 

S5 in ci oo 

as 



- r- H *r o\ 



CN CO 1 

n o i. 

in m <£ 2 rf i 

■<i 53 in <C tf| *< tt i 



o ^ oo r- 

P- Tf rH cn n 



o co 

t> rH 

vo in 

n o 



cn in m 

m (N H 

< H S 

3 < 



CN VO 
CO 

P) CO H 
ID ^J< 

co m ^ 

CN OTt CN 



i m - - - 

cn in cn 

*r ro 

h m r* o 

h r- cn 

5 cn vo vo 

< H S o 



r- r- vo 
o cn in 



CN <T» 

o in 

CO 



<CHNH(tfHH(i; 



CO VO CO - 

cn cn oo 

o cn vo vo 

t> O rH rH 

cn vo o r- 



cn h in vo vo m 

p- h r- h © ^ 

in o i/i co ^ 

rH (N rH CTl CD rO 

<j m m f cn 

C- O CN V0 rH Vp I 

t— I H S H H M ( 

4 ft < < < < J 



in m oo 

- in cn m 

o n 

r- o 

m cn vo 

H o co 



M J 1 



vo 

m - 

o in 

CN 0\ 

h o 

H VO 

< 3 



CO - 

o in 

* r- t$i - 

co cn t- o 

P- rH CN 10 

m m vo cn 

co ft cn in 
in 



i cn 



in h o r- cn 



- m ro cn h 



M O H CO 0HO 

VD CN VO CO O 

H oo cn n o o 

CN rH vo cn m 

in H m o t> on 

VOrOCNVOtnrHOCNCOrH 

M rH S i J " " J " 



CO H 1< <(< H i 



sa 



cn H 

CN H 

r- cn 

^ t- 

r- r- 



oo 
- cn 

O in <T\ rH 

on CN VD VD 

m cn o cn 

o rH cn 

in H CN H 

£ 4 b < . 

ccT m ^ 3 

ro ^ cn 

CN CN 

CN CO VO O 

vo cn cn o 

cn rH r- 



r- r» p- cn h cn 

vo co vo in oo 

^ vo m oo cn r- 

VD rH rH O if m 

n on in o in oo 

VO rH VO OD cn rH 

M H M H H H 

ft < < < < < 



<t H ft H CN 
- 3 ft ft < rH 




n oi r- ci o co 

vo n vo in *r cn 

VO CO VO VO 00 CO 

M "d 1 00 ri ri H 

m ro VD in *r 

CO P"* CO 00 O rH 



i <tf cn r* 

i ^ co in 

i co r- m 

i cn r- 

r- cn o 



en ^ r- t*i 

1 in cn 

i cn vo 

> cn r- 



. ~ . ^ 

CO CO o 

in in cn - 

in vo r- 

oo o vo 

ti< r- o cn 

o a o cn 

J co 

3 - - PJ 

in cn 

- in in 

o t m 

ri O MA 

CN VO O 

CN O P* CO 

O M h in 

s < < s 





Q 










rd 






Q 






H 








OJ 


(U 


•4-1 

o 


o 


rH 






a 








VH 








o 






w 












o 


Vh 


tq 


)H 






0) 






i 




cn 


0) 


4H CO 


OJ 






-M 










in 


tnX) 


o 


*J 






m 






rH 


cu a) 




OJ 


C 


rfl 


c 


CO *H 


cu 




s 


O 


XI - 


O 




10 -H 


OJ 


rtj 


c 


M 








OVH £t 




c c 




U 




5 § 


D> 






CU 






■rH flj 


Is 


cn 


(fl 




e 


c 


•H u rt) 












U O 


m 


^« 


0 


0 


co m 




c m 


U 0 


to 






•H 


H 






-H QJ <+H 


C 




-H X! 


-H H 


.P 


CO 01 






VM 


<v 


H T) 0 


CU 


Xi 


to CO 




0 




x» 


+ 




u 


9* 




CO 4J 


o 


XI + 


^3 


Di n 






Tl 


CO 


E OJ rt 


i 


•H 0 


ft to 






d) 


OJ 


Ctt 






0 U rH 


*J 




OJ 


OJ n$ 


d) 


0) 3 


u 






c 


U C 3 


OJ 




cu a 


rH 


M 




<v 


0 


1 


o 


4) E 
ai a S 
<u 5 1 0 


Xt 


OJ 


Xi T3 


<u o 


CD 


iJ -H 


J3 


4J 


rH 


-H 




- u 




Xl 4J 




to 






u 




>H 


O OJ 


to 


3 


■s 


0 V 




i-t 


X 




•O CD UH 


CD 


rH X! 


0 OJ 


r-4 




u u 


•a 


CO 


o 




-H 01 


cn vd s 


JJ n 


*d rcj 


n 


xi (u 


(0 


& 




4-> rH 

O 0) rd 


OJ 
4J 


rH 


TJ OJ 


s & 


rH 


C T3 




OJ 


rH 


-rH 


11) "O U 


C 


O M< 


C TJ 


OJ 


O 


0 -H 








rH. -rH QJ 


•rH 




0 -H 




CN 


a u 


cjC 




Cfj 


4J 


owe 




V0 


CU JJ 


O M 


co 0 


o 


0 


»H 


c 


a o qj 




to O 


rH 0 


0 


a> <y 


vo 




CJ 




« qj tn 


C 


M 0 


OJ Q> 


VD 


4J 


U rH 


rH 






CO 


>.rH 






U r-t 


rH C 




u u 






a> 




HOC 




O 


>H O 


- CO 


in 


o d 




x; 




u 


o a js 


[0 


W in 


o a 


2 ^ 


rH 


u £ 


g 


4J 




Pi 


a c 4J 


-rl 


CO rH 


o c 





WO 01/22920 



1392 



PCT/US00/26524 



f- (ft O N 

ID CO CO 

H N U) f" H 

in CN VD CN - CO 

i H rO r-l CO H -# 

~ 3 OMPJ H o 

VD < < VD CO 

i id - icq <C 



in n h vo 



[ o on 

CO <N 

- 00 (N 

> M tji 

< cn 



vd in 

CM CO 

rH tn 

r» in 



- < rH m 

! -33 



cn cm 



- r- o 

r> in h 

H CD < 

cn H 

cn - 



dj o in 

(5 <* l 

o r- i 

* in S 

^» CO i 

iH ro - i 

tn ? in i 

ro <C h i 

cn ^ 

m - co 



: < 



cn 



I ft cn i-t < vo I 
> < X rO n( ro EE < 



-3 



in 



■ o - t 

Cft O OA in VD CO f 

■ 53 vo O .CO 3 09 [ 

iH 0\ F> VO CO 

• (T\ VD i 

H < 

m in < 



i ^ CN 

i o o 

I O* M 

i in < 



SO *4! CN < ' 
m fl! co <t i 

3 .S .! 



VO 

in * 

h ro 

on - 

^ o vo 

vo in in 

aCN CO 

Z i 1 • 

cn r- 

- ~ £ -* 

cn ^ cn m 

O H CD - O 

cn r> cn ro o 

in o ro cm o 

H r-f CN O Oh 

rf! VO 0> 00 rtj 

H h m 

* < < - 

VO H 

VO > > * 

O ^J 1 [N "3 1 OJ 

ro co vo r- vo 

r- co cr> co fi ' 

H rl ID OJ H 

cn vo r ~ -- - - 

VO O i 
CO o 

2 n I 

vd in in cd ni 

- < m t> h cn r- 

O N N CO I s CO i 

t-i . h vo in co « i 

ro vo o ro o < 

H Ul * V0 H I 

S H H H fci l 

< rf; < <; i 



I CO CO 

i eg vo 

! in tn 

in r- 

. cn ro 

i h a 



i S oi (n b (it 
• < Z I b d| 



> VD O < 
■ O fO i 

i o r- ; 



ro cn 
ro ro 

VO rH 



i cn r- o 
in o o 
co h n 



or- r- r> h cn in 

- CN O - iH (N (Tl tJ< rj» VD 

rgvonconvjcNin'j'rt 
Hoocni-tcor-ocoo 

*^^(MrOCOincOHO 



VD - 

H CN 

in OA 

rH O 

_ . _ . in > 



CO *f 

ro vo 
cn co 
O 



iS - - 

ro ^ O 
• Ifl H Cl\ 

i o o co 

i rH o cn 

> 3 vo CO 

I < H H 

! -S . 

rH 

-on - n 

i h ^ 

i * n m 

i r- (N ro 

i m cn 

i < o M 

i < *D < 

. .3 . 

I O 00 

i m - cn 
t o o vo c- 
i cn in en 

i O in rH O 
I CN O O rO 

! S in n ro 
! < » < o 



cn cn o ro 

« m tn - 

CO CT) Ol O H 

h 05 O Cfl rl 

■ «r vo r* 

CO H H O 1*1 











• 


















o 


CO 
















rH 


in 
















O 








CN 










r> 


in 






cn 










VD 


ro 


in 




r> 










ro 


^ 


H 




rH 










H 


M 


ro 


rH 


VO 










< 


< 


- tn 


rH 


Q 














vo m 


O 
















(N pjj 


ro 


- 










rn 


ro 


o 


vo 


cn 










H 


O 


VD - 


a 


r> 










CM 


VD 


cn r> 




VO 










cn 


rH 


cm ro 




cn 










rH 


in 




in 


^ 










H 


o 


< cn 


ro 














s 


cn 


vo 












< 




* « 


ro 


















ro 


rH 










- 


- 


<N - 


ft 


r> 










cn 


vo 


^ cn 




iH 










cn 


t> 


in in 




o 










cn 


r> 


ro *r 


in 


t> 










CO 


i> 


^ VD 




CN 










m 


in 


M rH 


vo 


H 










m 


ro 


< «H 


r> 


< 










H 


M 




ro 












< 


< 




in 
















ro ro 


M 


in 














rH Cn 


< 


VO 










o 


CO 


in 




in 










(N 


in 


rH in 




ro 




























r> 


H 


o r> 


CO 


cn 










VD 


cn 


H M 


CN 


H 














< < 


00 


< 
















CO 


















PC 












CO 


H 


VD VD 




00 










r- 


ro 


h in 




CN 










VD 


e'- 


O O 


CN 


VD 












en 


cn m 


CO 


ro 










cn 


ro 


vo cn 


o 


in 










CN 


O 


ro H 


cn 


in 












(H 


H 3: 


OJ 


H 










< 






a 


< 




a 












a) 


VM 




M 








S° 




<u 


O 




o 








rH 


>i rH 






PI 


Vl 






0 


J3 


CU 


o 






V 






E 






cn 


0 




XJ 








T3 




■* 




c 






a> 


>H 


rrj a> 






CO 




a) 




JS 


0 


X) 




O 


R 








4-» 




tJi-H 




4-> 


0 




D) 






QJ 


C! U 






•H 


e 






6 


C 


■H U 


(U 


H 


JJ 


0 


CO 




o 


0 


co to 






-H 


43 


•H 


rH 


u 




-H 0> 


m 


c 


[0 


m 








CU 


M TJ 


0 


(U 


0 






+ 




u 






<u 


a to 








rfl 


1*. 


(0 


? 




OJ 


o 




a 






rH 


4J 


<u 










C 


8S 




4) 


43 


T3 


o 


0 


a 


0 




I 


43 


JJ 


-H 






rH 


-H 


U) 2 








tn 


s 




O 


AJ 


id tr o 




0 


0) 






X 


C 


T) OJ 






u 


V4 


Tj 




CU 


CD 


•rt to 




Ol 












> 




rH 




•a 


(U 


(0 


& 


>i C! 


O OJ 


(0 


JJ 


c 


TJ 




a 


rH 


•H 


<u tj 


u 


C 


0 








X) 




rH -H 


<a 


•H 




<H 


u 




JJ 


U 4J 


c 




01 


O 




0 


u 


C 


3 0 


OJ 




0) 


CU 


VD 




D 


<u 




cn 


a 


V4 




H 


c 


<4-l 


CO 






rd 


n 


u 




rd 


a> 


OJ 


rH U 


0) 




o 






X! 


u 


u 


O 3 


43 


w 


u 


C 


g 




0* 


a 


a c 




-H 










*r 


















o 


















CO 


















vo 


















r> 


















CO 




































1 




















OO 




















































X 


















CM 





















































rd 


4-1 


HH 




<U 




a» 


0 


o 




Vh 


s 


Vl 








o 


43 


OJ 


in 


rH 




£ 




45 


VO 


OJ 






TJ 


3 


cn 


cn jq 




u 


(TJ CU 






OJ _ 


45 


0 


XI 




O 


JJ TJ 


4J 




cn-H jq 


jj 


a a 




CU 


a u 


1 




-rH ret 


e 


c 


■h o 


r0 


rH 




o 


o 


CO CO 








Vh 




-H OJ 


4H 


C 


<0 


tH 


OJ 


U TJ 


o 


OJ 


43 




u 








to JJ 




rfl 




n) 


f 


•H 0 


0) 




o u 


rH 


JJ 


43 


TJ 


C 


u c 




OJ 


43 




o 


OJ 




43 


0) 


rH 




to p 






- M 




JJ 


oj tr 


0 


rH 


rH CU 


B 


c 


TJ CU 


VM 


0) 


H 43 


CU 


OJ 


•H W 




Cn vo 5 






JJ 


rH 


OJ 


rH 


>. 


1 


0 (U 


flj 


jj 




rH 


-H 


OJ TJ 


rH 


c 


O cn 


43 




rH -H 


OJ 




55 r- 



JJ L) JJ 

a s o 

OJ p CU 

CTJ S rH 

OJ rH U 

H O 3 

a o* c 



(3 

OJ Q 

cn c m 



WO 01/22920 



1393 



PCT/US00/26524 





r~ in 

33 



HMO* 
O (N 
(N <N 

in h n 

CM ft 

oo h m 



CN CN 

o r- 
oo in 



vp vo m m m oo in 

r- vd 

oo in 

o m 



i O f) CM i 

i in vd o i 
i vo m vo i 



! 3 3 a S : 



tn - tt - - 

H rl lO N N 

ft O VO CI ft 

H O C\ rl * 

rtl «3« H ^ 00 

o S oo m 

- X < r- <m 

VD HI 

VD - - < < 

r- oo 

00 VD - - 

o vd m in n 

o in in vo h 

S ^ <N * (N 

< K p O 00 

r> in 

- - - « Q 
o o VD 

r> ^ in - - 

l£) N O H (ft 

ft m oo o ^ 

o r\) co o *# 

oo o in ro r- 

h 3 3 o\ ro 

< < <| rH in 

3 H 

- - - < < 

in r- o 

o ft CO ■- 

o\ pi «) h in 

vo r- H ft o 

ft oo n o oi 

vo vo vo m 

, M <C CM O 



co n ci 

o vo « 

CM ID VD 

O O CO 

3 r> cm 

<C D o 



* n (N 

CO o o\ 

m n n 

(M P VO 



CM 



o o n 

vo in vo 

ft o vo 

<f H O 

o r- 

ffi rfj £3 



- n oo 

in id h 

ft O CM 

cm i*- cm 

oo ro o 

in ft 



00 O ft 

r> cm o 

r» ft to 

vo cm o 

*j« r> o 

CM VD O 

H H 3 

< < < 



in in o 

rH m 
(Ann 

« N (V 

in m m 

o r- r> 

< *< < 



m o n 

id h m 

(N co 

rH O rH 

ft O CO 

m o m 

H 3 H 

< < < 



ro ^ 

r-t ft n 

VD 00 rH 

m cm n 

r> r> r* 

vo vo vo 

HUH 

< < < 



r> oo 
eg co 
r*> vo 

< "tf 

r- 

- - in 

r- r- ft 

O ft M 

ro r> 

O O 00 

o n ft 

4 < rH 
CM 



H m n 
r- o ^ 
m r- 



o oo in ft (n 

O CM 



h cm r» m r> in 

o m r* co in r» 

O 00 VO ft CD 

3 M M M ft H 

4 < < < < < 



O CD CM 

H H n 

ft ft rH 

H H ft 

< <C E 



■*rMl*-rH00nOftTf 
\»WfltfOOHinri 

oorMcoconin^ocM 

VDftHHH<*nt^in 
^t^ftftftrOCMCMr- 

m r> ft ft ft in in i 



<t> < < < < 



in in ro ■ 



o m in 

M o 1*1 

VO VO CM 

ft CO CM 

vd t r- 

r» ih o 



O H ft 

H <J CN 

r- in ft 

ro o m 

CN ft 

3 H H 

< < <c 



vo o in 

rl (V r* 

<n 

ro tn r~ 

CM O 00 

ft ft m 

M H ft 

< << 



ft m in 

h r- h 

on vd ro 

co h r\ 

co m 

r> h in 

H 3 3 

< <; < 



4H 


ID 














nj 


of 






ID 










nt 


vw 


OJ 






ID 












O 










a> 






CU 




0 












CU 


OJ 


0 


0 




















a 








rl 






VD 






a 




















o 








u 




W 


Da 


u 






O 






a> 


n 


u 




w 










43 OJ 


ro 


u 






w 


u 






1 




<D 


UH 01 


<D 






E 






fd 


VD 


<L> 


J3 


vm 


CD 






8 


Xi 


r- 


03 




4H 


01 


«j 










OiXt 




JJ 










■o 




H 


01 




o 


JJ 








TJ 3 


ft 


cn jq 


o 




jj 










<u 


0 a 








VH 




V 






OJ 


TJ 


c 


(0 




OJ 


u 


at qj 




OJ 






d 


(0 




OJ 


u 


nt 


4-1 X) 


in -h 


at 




JS 


o 








0 


JJ 


d 


(0 -H 


OJ 




Xi 


o 


X) - 


0 


jj 


TJ 


to 




OJ 




X! 


0 


Ol 


c c 








JJ 






■H 


J3 


JJ 


d 


nj 


d 


n 




JJ 




Cn-H ja 


JJ 


d 


d 


d 








JJ 




-h 




cn 






a> 


? 


)H 






-H 




-H 3 


01 






s 


d u ■ 




■H 


at 


o 


i 


Oi 






OJ 


d 




•2 § 






d 


-H 


O 




H 




nt 






1 




*H U fit 


rH 






•H 








8 


d 


•H 




4-» O 


CO 




0 


o 


CO 


to 






d 




JJ O 


to 






0 


CD CO 




C 


at 


JJ 


o 


to 






0 


CO 




-H Xi 


•H 


H 


JH 




■H 


0) 


U-l 




<o 


X! 




•H 


rH 


r4 




-H OJ *M 


c 


nJ 






X! 


-H 


rH 


u 








01 CO 








D 


u 


n 


O 


a> 




jj 


CO (0 






UH 


OJ 


rl TJ O 


OJ 




x! 


to 


CO 






4H 


at 


rH 


00 4-> 


0 




+ 




Vh 










CO 




o 


J3 


+ 




u 


0* oj ta 


OJ 


n 


jj 


O 




xt 


+ 




u 


& 


-H 0 


(X CO 








(0 


f 


<D 


aj 


i 


-H 




a to 






TJ 


a 


s 


-H 


O 


a 


LO 






TJ 


rd 




J3 


4) 






<U 






O 


rH 


jj 






0J 


0) 


OS 


OJ 




0 U rH 


JJ 








OJ 


OJ 


nt 


OJ 




o 




O ^1 


2 




T3 


a 


u 


c 




01 


X> 


a> 


OJ 3 


M 




TJ 


d 


u d g 


CU 


JP 




OJ 


p 


r< 




TJ 


d 


u 


QJ 


■C TJ 


CD 


0 




o 






I 






rl 


X! TJ 


CU 


0 




o 


0) B 


Xt 




tu 


Xi 


TJ 


QJ 


O 


3 


0 




- U 


JJ -H 


.ci 


jj 


rH 


•H 


CO 




IH 






OJ 


JJ -H 


X5 


JJ 


rH 


•H 


tn p u 
01 & 0 






in 


jj 


■H 


XJ 


jj 


rH 


•H 


m 


CM d) 


(D 


3 




U 


JJ 


OJ 


& 


0 




n 




CO 






u 


JJ 


u 


^ 


<V 




CO 






u 


4J 


OJ 


rH X 


O <U 




rH 


X 


C 


TJ 




4H 


OJ 


H 


i 


0 OJ 




rH 


X 


c 


TJ OJ U- 


V 


rH 


x: 


0 


0) 




i-t 


X 


C TJ 


VD > 


JJ H 


T( 




<u 


CD 


•H 


to 




cn vo 




JJ )h 




ft) 


a) 




-H CO 


01 vo 


? 


jj 


Vh 


TJ 


rd 


OJ 


at 


■H 


H 




C 






i> 


JJ 






cu 


H 






"3 


& 






JJ rH 


OJ 


H 








d 


P 




> 


jj 




T3 <L> 


(U 


& 


^ c 


0 


CD 


(0 


JJ 




o 


TJ OJ 


rtj 


>i 




0 OJ <0 


JJ 






TJ 


OJ 


nj 


cr 


>. d 


0 


o 


C Tl 




CD 


rH 


-w 


0) 


TJ 


r4 


a 


o 


m 


C TJ 




OJ 


rH 


•H 


OJ TJ U 


d 


s 




C 


TJ 




OJ 


rH 


•H 


OJ 


a o 


O "H 










rH 


•H 


a> 


*H 


55 


VD 


0 -H 










H -H 4) 


•H 




00 


0 


-H 






Xt 




rH 


in 


a 4-> 


CM 


M 




jj 


u 


JJ 


G 






H 


(X JJ 


m 


rl 


to 


JJ 


O JJ Cl 






ft 


a jj 




u 


fli 


JJ 


o 




cn o 


H 


0 


U 


a 




0 


OJ 


S D 




to 0 


rH 


0 


r< 


d 


P 0 OJ 






to 


O 


rH 


0 


Vj 


d 


p 


S 0 


oj a> 


VD 




0 


a> 




d) 


tn 


R 




0 


<D OJ 


VO 




CU 


OJ 


C CU 01 


d 


H 


O 


2 


OJ 


vo 




oj 


OJ 


& 


XJ 


U rH 


rH 


c 


<4J 


to 




rH 




(TJ 




JJ 


U rH 


rH 


d 


IM 


to 


>> rH 


(0 




jj 




rH 


H 


d 


VM 


to 




O 


rl u 




ni 


0) 


a> 


rH 


o 


OJ 








}H U 




ra 


OJ 


OJ 


HUD 




O 




U 


o 




rd 


at 


cu 


pol 


w tn 


0 P 


O 


Xi 




Ih 


o 






CO 




in 


0 3 


O X! 


u 


u 


O P X! 


to 


w 


in 


o 


0 




x; 


u 


u 


CO rH 


v c 


5 


jj 








c 


jj 


•H 


CO 


H 


u d 




JJ 


CU 


Cu a d jj 


•iH 


CO 


H 


u 


a 




jj 


Ci4 


a 



WO 01/22920 



1394 



PCT/US00/26524 



in 

a is 

rH 

VO - 
VO Ul 
VO 



m O! n * 

h o r- 

i t> r\ 

i - o - o 

Cl O pL, 

h ci n fl! 

WON 

; « ft H * 

o r- in 

. pj , ec 

I - CD - 

i ^ h w) n 

w o co o 

i in cm &j 



|H o 

o\ in 

o vo 

in ro 

co r> 



• a 3 i 



cn 

- - - H 
H U» H (N 

o\ in tn h 
in cn en r- 
in cn o ffi 

? N S - 
O 

. - - * vo 

ffl N O ^ 

H n m o 

o cm oj in 

i n co in vo 

n h 

■ n n h <; 



vo^otn^vor-mcor-- - 

fovocovooininininvocN 
^toina\cof>r-r>r>tnrn 



LO co co 

r- tt cn 

cm in m 

vo in o 

(J\ U) 

cn ^ co 



vo 

- vo - 

in ro cn 

CD VO H 

H VO 

n Ch H 

rN < n co 

O < rH 

n vo 2 J 
<C < co in - < 

M H rO 



VO CTi O 

OH CO 

r- m ^ 

rH rH CT\ 

ro co r- 

■ rH <tf - - H 

' ' n vo 



HrfSHSMHHHMMtHrfcNrfHiri 



o^vocntninor-(NO\cnno\o\ 

r*r-NOt-ininvocrtfMf*>fno\fn 
rHcocriinvorjfOr-trovoc^r*Lnin 



(\! O 

n vo 

^ c\ o 

CO rH CN 

CM VO 00 

r> o> m 

H S 

3 < < 



vo vo rt 

o vo ro 

in m vo 

h co n 

r> m 

m o ro 

H J H 

< < < 



CO ~ - 

r- o 
o ^ co 

J IN O 
< CO H 

m in 
* K ro 
VO H 

I- - < 

CM CO 

<r ro - 

N CN ^ 

VO VO O 

h cn o 

<C tN H 

5 m 

CM 



VO rH CN - O 

VO (N O 

in o co 

rH 2 [> 

4 < X 



- u 

VO H 1 

o t> in 

o t> h ro 

VO VO O CO 

~ " in 



(N VO CO 

M (N * 

N H h 

co o VO 

VO H CO 

o vo in 

S M t£ 

< < 3 



2! u 



cooovrg^tHOcocnvDHrHninm m m r-< co 

cocMintnmvoinconnvo 
Mincohvoriincoai*rri 
coinror-Hroinror'-r-cN 
o^mmoorHcnnm-^vo 

HMSMrHrtHMrHHW 



VO 

- - - tJ 

o cn vo 

vo r> n 

vo h m ro 

o n ri M 

* n m in 

Pi O rH O 



- < ■ 



CO 'J 1 CO 

i Ol \0 (N 

^ ri U1 

rH O OJ 

W < M ft 

\ < < < a 



- < 

co f> 

n rH - 

h o a\ 

cn s> oi 

H CO h 

< X co 



in vo vo vo 

co rH ro n co vo oj 

a in <n i 

n in in i 

in o rt I 



co 



vo ro 

CO CO *f 

vo co in 

ro ro vo 

m cn o 

^ cn cji 



HCNVOOMHl/lVDin^HriCOO 
mpjUlVOr^HCOritDCOHnOn 

m^oirjiooTfi/iomiNnHOicD 
cnor»'*oncovor-coocNcocon 
mnvOHTfvohTfvoo^iococo 

COiHrOOrHO^fNOVOrOOCOr- 
HSHHilfSrilHSfljHSHH 

<<r<r<2fl:3rt;rt;rt!rt;<<rt;rt; 



CO vo 

VO 00 - 

H CM H 

r> in 

h n n 

f vo co 



rH OJ m 

CO in 

CN n rH 

^ m h 

cn in cn 

rH CO O 



tt ff\ in i 

^ H H I 

3 ^ 



H M M CO <£ | 

rt! k 3 i 



co 

in vo 

id o to in 

ro in ro in 

in tn o cn 

CO O rH CO 

< < in cn 

< < Pi H 





Of 


4-1 




ID 












(D 


44 






ID 






<u 




0 












OJ 




OJ 


o 


0 










u 


n 






a 








V4 




U 








a 






XI W 




u 




w 


u 








rP 


V 


at 


rH 




w 


rH 








4) 


xi 


VM CO 


0J 










i 




0) 




4H CO 


OJ 




TJ ? 


H 


Ol 






u 








TJ 




vo 


cn X} 


0 a 


JJ 




OJ 




W 


TJ 




(ti 




cu 


M 


ro a> 






OJ 






rtl 




XT > 


0 




C 


CO -H 


QJ 




X! 


O 


XJ 




o 


jj 


TJ 


tO -H 


OJ 




•H XI 


4J 




fd 




U 




4-> 




01 -H 




JJ 


c 


C 


c 


u 




U i 










Dl 






OJ 


C rl 






-H 


at 


•S g 


01 




U ffl 


rH 




(0 


° I 






1 


a 


•H U 


id 


H 




nj 






to 




C! 




AJ 0 


to 






0 


ta co 






E3 


JJ o 


to 




a> (44 


R 


<a 


X! 


•H JS 


-H 


rH 






•H OJ 


IW 




ftf 




•h x; 


•H 


rH 


T> 0 


CD 




JJ 


CO to 






4-1 


s 


H TJ 


O 


OJ 




X! 


01 CO 








a> 


o 


0 


0 


XI 


+ 










0J 


01 


JJ 


o 


X) 


+ 


tU ft) 


? 


•H 


^ 


a tn 






TJ 




E aj 


fC 




•H 


O 


ft to 






U rH 








0) 


OJ 




V 




0 u 


rH 


JJ 




XI 


OJ 


OJ 




c g 


a> 


43 




OJ ^ 


u 




TJ 


C 


u d 




oj 


XI 




OJ 9 


rH 












r3 TJ 


OJ 


0 




o 


OJ 




XI 




a> 


X! TJ 




O 








0) 


4J *iH 




4J 


rH 


-H 


D) 3 








u 


JJ -H 


1 


JJ 


& 0 


u 


in 




0) 


« 




U 


4J 


OJ & 


o 


u 


VO 


OJ 


CO 






<U VM 


aj 


rH 




o cu 




rH 


X 


(3 


TJ OJ 


tu 


OJ 


rH 


f 


O OJ 




rH 


CO 


tn vo 






TJ 


(tt 


OJ 


<1J 


•H LQ 




tn vo 




JJ H 


TJ 


rd 


rH 


<D 


rH 






c 








4J 


rH 


OJ 


H 






C 


& 


0) rtJ 


jj 




r- 


T) CU 


fO 


& 


>M 


s 


0 0J 


(0 


jj 






TJ OJ 


CTj 


T) H 


c 




00 


C TJ 




OJ 


rH 


•H 


a tJ 


IH 


c 


6 


m 


C TJ 




OJ 


*H Q) 


-H 


§ 


■* 


0 -H 






x> 




rH -H 


OJ 


•H 3 


rH 


O -H 






JJ C 






H 


a -u 


in 


M 




JJ 


U 4J 


c 






t> 


ft 4-» 


vo 


M 


O 4) 


>»Q 




a 0 


rH 


O 


ShI 


c 


3 0 


dj 


>, Q 




CO 0 


H 


O 


w m 


a 


M 


0 


OJ cu 


VD 




OJ 


OJ 


C OJ 


tn c 


H 


O 


OJ 9J 


VO 




rH 


ro 




X) 


U rH 


H 


c 


»w 


to 










JJ 


M rH 


rH 


c 


o cu 




a 




U 




<a 


OJ 


0) 


rH U 


OJ 








H U 




rd 




tn 


w 


in 


0 3 




XI 


!h 


M 


0 ?l 


x: 


cn 




in 


O 3 


O X! 




•rl 


w 


rH 


o a 


i 


u 




A ft C 


jj 


-H 


w 


H 


u c 


a 


jj 



WO 01/22920 



1395 



PCT/US00/26524 



00 VO lil 

oa p> i-f vo 




o> r* co oi 

<N 00 Tf i-t 

cm co r- 

<n « co o 

in r- m in 

o ro m r- 

h S w n 

< < < < 



H ^, W H 

H 00 rt 

rO CN fl r» 

(N o v in 

**• o p- ro 

co vo * 

h dl H <I 

< a < a 



vo r* P- 

in in H 

r» m rf 

o <C a 



• N *D 

r- n tN 

O CO O 

r\j vo in 

ro o r- 

CM 2 M 

» rtj < 



r- \o 
in co r- * 

O VO CM CO 

h n Tf n 
to ifl rj in 
h vo \o 

H H W 
>^ < < Cj 

p- - * - rtl 

co m ^ o 

cm h ^ r- - 

in vo in in 

r-j p- rn oa in 

ri! OA .CM r* CN 

< ro p* E-» co 

S3 - 



- r- * 
in in *j» 
oa vo ro 

(M H O 

3^2 



5 S - 



CO CM 1 

(ft (N CO I 

p* p» vo i 

H co o i 

co s : 

- ac < i 

I vo 



p- m 
CM m 
CN ro 



oo 

- o - 

ro OA p» 

in CD ri 

vo co o 

in co co 



CM I 



GO 



- CO o 

in © oa 

[— !— I 00 

p- in -a 1 



I m 



13 - 



in 



m r- oa 

P- r-t o 

O M H 

VD VO rO 

in h in 

i o r- 



in on. cm co 

rn co ^ p* 

co ro o H 

o co <f > 

ro r- o 

rH m co vo 



cm p- in 

co co p- 

CM CM 

vo CM vo 

p- in oa 

m P- OA 



ro 

cm - - n - 

CN VD rH VD rO 

ro H ro cm O 

r- in in in o 

o en o p- t» 

2 h in h m 

< S < <n 

H S 

- - 4 - 3 

oa o o 

rH OA . V0 - 

p* m o o ro 

m in o cm (N 

in in vo oo oa 

P- OA if ro P» 

m h en a vo 

< < 3 < o 

5 



ro «. f 

3 - 

cm r- 

- in in 

oa cm cm 

cm p- ro 

p> o co 

co ro a 

£3 - 

in 

. . co 
in cm f-t 
cm ro 

HOC* 
H CO O 

m r- S 
ft! K < 



VO CO 

rH CO n vo 

in r> en o 

in cja cm o 

O OA ON VO 

rf OA CD 

9 9 CM S 

ro ro in in 

ID rO O ID 

vo in o o 

in co vo oa 

H ft co 

a a a 



rH VO OA CM 

> rl C) CO ID rl 

p- in in oa cm 

CN OA H 00 Cl H 

o vo m ro ro o 

p- p- »h ro r» 



in i 



! < < 4 



CO CM VO rH O 

» OA CM OA in VO 

rO CM ^J* OA OA *J< 

o ci o eft ^ 

VD OA ro VO OA H 

m r-( iH m m o 

n S H H H 

co ril < << < ri! i 



vo 

p- * - 

VO OA OA 

o m oa 

TT VO P- 

o oa ro 

*£ vo r~ 

ri; oa o 

- < < 



Q < X 



h in n 

OA OA 
VO CO 
H CM VD 

n in r-i 

rH CM O 

33: 



p- vo 

f CM 

P» CN 

ro vo 



ro H vo p» 

rH r- 1 00 OA 

O 00 CM OA 

CO OA in VO 

m <j« ro vo 

W h vo S 



! H 



O fl 

in h in vo 

oo co vo o 

o oi ci in 

cm co m m 

in vo co o 



00 VD CN i— I rH 

> rn P* H VO H 

rO rH CO VO OA 

O CO CM H CM CO 

r* in oa co oo vo 

* ^ W H n O 

OA M M dj ril S 

f- < 4 a a <; 



cm in 

O P* 

in vo 



CM 



COVOVOCA^trOinVDP'OACMCO^OO 
OCNrHP*rOinCOOOVDVOOAVOVOOA - 
NHOHMHmNMOCOHminCO 

inor^nvocococMOACMVOP*voop- 

NHiffOHinlDinmiO^HHlDH 

vovDfNOOr-OP-roOAcM^troeOin 
rilMMMMrHSMMrfMHrilrfOA 



vooA^rocoHcovooAcooinoA 

OHVOCOCOrOVOVOVOrHOCOCM 

inro^rHcor-con^«cocMroo 
i-HrHinp»r-inr*cooroinm^ 

P*COCMrHOP*CM^inaoinCMTr 

tn^rvo^connor-OAfoOAm 



in 

oa r> 

vo oo 

o m 

S H 
< 



00 00 rH OA 

oa ^ m rH 

^ M H VO 

rH rH CO OA 

dl CM VD H 

< O O < 

- -3 

CM VO < 

CM VO - i 

lO CO P- CO 

P- VO OA rO 

P* P* P* CO 

O OA O P* 

M *£ OA M 

< 3 » ri! 



rd oj 

OVrH 



Q> O U 

A in a) 43 

<D U 

- O J-> C 

XI 4-> C D 



a 

fa u 

w n s 

O *J 

CD -H (U 



a -h u a) h 



Vh 73 



(0 • 

c 

(5 XJ ■ 



H -H ffl p 

a jj cu & 

x c -a oj 

OJ 0) -rH m 

> w 

>, C o <u 

rH -H OJ TJ 

IC 4J u u 

rH ^ O 

OJ OJ C OJ 

•u 01 

OJ OJ rH U 

^ H o 3 

a a a c 



i o 

CJ 

l OJ 2 

I rC 



M P* X! 

OJ rH S 0 OJ 

rji vo 

CD H 



O 



CM 

Jh c3 O cm 

oj -rH 2 m 

C m 
dj >,Q 

OlflH o 

(tl JJ 

oj a 

x: w w in 

i) 'H W H 



TJ OJ ffl & 

0 -H - 

a 4J r- v« 

01 0 rH 0 
OJ OJ vo 

U rH rH C 

M U •• nj 

0 3 O X! 



WO 01/22920 



1396 



PCT/US00/26524 



- (N 

o vo 



CO CO 



< o 
• 2 



CO M 

n o 

rH CO 

o\ r- 

H o 



o o 

■tf VO rH 

o fl< in n) 

U) (N rO (N 

^ \0 VO CO 

fN r*i co o 

H M H fN 

< < < J 



CO CT1 ^J* ffl 

co r* fo o 

0 rO fN O 

n h n 

n rH o n* 

01 o co r- 

3 S 3 g 



r» o\ r- r* 

H N * ^ 

m h h oo 

O V0 *J< fN 

S H H 

< a 4 



f- i-l VO rH 



* o Mn 

r- h o 

H H c£ 

< <c 9 31 



co r- 
vo vo 

CM VD 



ci r- in 

M VO (N 

N m S 



'1548 

!7712, 
.7302 


10959 
!0875 
17755 


- - n co - - 

rl if rt it n 
CTi rl (N ^ M h 
in rr\ in —J in fh 


H rH Tf 

333 

m ^ r- 
r- r- h 
CO VD o\ 


814, AA12 
339, AI9: 
265, AA5( 


2, AI37K 
4, AI350: 
283, AI9J 
476, AIO: 

ft 1 ( 

8, AI564! 


, AA530 
, AI864 
, AW275 


, AI859 
, AA768 
, AA417 


AA31432 
, RB306 
, AA828 
AA100 
, N2102 
AW4 06 94 



O rO 
co r- 
2 oo 



in 

o o 

n r- 

co oo 

m a\ 



• Q 

! -3 

m 

. Oi 



CN 



I fN (N 
O rH I 



m vo oo 
U) o 
r- cm 2 

O M (< 

in 

3 -3! 



* pi Q ri in - 

o m in o\ h co 

H O Ol - O OO 00 

3 m m cn m oo rvi 

< ^ < < 



f- fN LD 

n n i/i 

cn oo 

m u> cd 

co r* on 

3 33 



i in rO 

i VO CT\ 

> h 

» o o\ 

W CO 

i H O 

i S 3 



^ < 

o 

■ s - 



in 



« (M ? H 



ct> o <r 
in m n 
oj n ^ 



H IN ri N 

1/1 Tf CD CO 

m vd n 

o in <n 

V H N 

h <d r* 

H H < I 

rt *< < . 



o - 4 O 

VD CO ~ 

co m 

O CO 

r» en <n in 
vo m co 
m o cn cn 

M M M rf _ 
& 4 < < 9 rn < 

S - - -s 

r- ^ co vo in m cn in m in f> vd -<t 

h r» ffl CO H ID CO » Pi h CO - O 01 - fN - 

*ininHi*)io<i'«)cohnnojvOrtO 

r-oiDcnHcnocooo^fNcocN 
r-r^ooivo^cnvof^H^t<tno 

V0 VO 01 CO 



- in 
vo oo 
in ro 

o o 

00 H 

X < 



E-* co 
on ■ 

- in 

-«* in 

co en 

tn h 

t- < 



vo cn 

crt fN 

fN co 

rH O 

co m 

K H 

3 



fN VO ON 

o r- in 

H n m 

ro fN i 

<• i 

*5 in < 

-3 



O H 

i o in 

H O 



33333; 



i ci cn ■ 



3 33S3 











(0 




UH 






ID 














rd 


of 


IH 




ID 








a> 






OJ 


0 


0 














OJ 






OJ 




0 












j-t 




Vh 










a 








u 






rH 








o 








o 






OJ 


CO 


Vj 






u 


u 






0 




XI 


CD 




u 




pa 


rt 






e 








CO 


OJ 




«4H 


W 


OJ 






E 








rH 


0) XI 


UH 


to 


QJ 










TJ 


3 


oo 


D1 A 


o 














Tt 




rH 


cn 


0 




AJ 




CJ 


u 


rd 


CJ 






a 






c 


fO 




OJ 


Sh 


rd 


4J 






OJ TJ 






nJ 




X! 


0 




-Q 




0 


4J Tj 




■H 


OJ 




X! 


0 




XI 




0 


c S 


to 


-H 


QJ 




iJ 






-H 




AJ 


CJ 


C 






u 




JJ 








u 








u 








ff 


r4 








rd 


§ 




0> 






QJ 


c 


rH 






•H 


0 


8 


cn 




B 




•H 


U 




H 






•H 


§ 






6 


C 


-H 


U 


rd 


H 


rd 


■H 








0 


0 


00 


in 






c 


rd 


*J 


0 


00 


-<* 


O 


0 


CO 


CO 






e 


AJ 


O 


CO 




H 




•H 


OJ 


4H 


c 


(0 




-H 




-H 


H 


U 




■H 


OJ 




a 


rd XI 


•h x; 


■H 


H 


m 


<u 


tH 


T> 


o 


a) 






01 


n 








QJ 


rl 


•a 


O 


o 


4J 


01 


CO 








u 










CO 


4J 






-Q 


+ 




U 








t 


•2 5 


0 




X) 


+ 


TJ 


<d 


1 


<D 




s 


-H 


0 


a 


TO 






T) 


rd 


ff 


OJ 


ni 






a 


es 


OJ 




QJ 






U 


r-H 










OJ 


OJ 




OJ 






o 


r-t 








rfl 


Tl 




u 






at 


J2 




OJ 




U 




n 


a 


o 


c 




OJ 


X) OJ 


0) 




u 




P 


o 




OJ 








Q) 




OJ 


o 




0 




OJ 


1 


xt 


rl 


XI 


T) 


OJ 


O 


rH 


•H 


m 










U 


ij 


-H 




4-1 


rH 


•rl 


CO 








- OJ 


AJ 


-H 


■§ 


AJ 




4J 


aj 


& 


o 




CO 


V 




CO 


s 




u 


4J 


OJ 


& 


0 


JH 


oi XI 




CO 








c 






vw 


OJ 


rH 




0 


OJ 




rH 


X 


a 


TJ 




4J 


OJ 


H 3 


0 


OJ 




rH 


qj 




•H 


VI 




01 vo 


i 


U 


u 


TJ 




OJ 


OJ 


-H 


CO 




Oi vo 


AJ 


rH 


■g 


rd 










rH 


V 


H 








C 


& 






XJ 




rH 


OJ 


H - 














0 


O 


<d 


XJ 






TJ 


OJ 


cd 


>1 


5 


O 


0J 


rd 


JJ 


■* 00 


TJ 


■s 


rd 


er 


rH 


*H 


0) 


T3 


u 


d 


6 


fN 


C TJ 




OJ 


rH 


-H 


OJ 


Tl 


V4 


CJ 


O m 


a 






0J 


Xt 




rH 


-H 


0) 


•H 




O 


0 


•H 






XI 




rH 


•H 


OJ 


■H 


2 rH 


0 








ro 


iJ 


u 










ON 




CO 


JH 


nj 


4-> 


u 








rH 


a aj 


a\ 


M 


u 


n 




0 


cu 


Q 




CO 


0 


H 


O 


rH 


c 




0 


OJ 


Q 


01 


o 


rH 


O 


OJ 


a) 




<u 


cn 


C 


M 


0 


OJ 


QJ 


VO 




OJ 


0J 


1 


V 


CP 


a 


M O 


OJ 


aj 


vo 




4-1 


u 


& 


rH 


nJ 




JJ 


u 


rH 


rH 


C! 


4H 


TO 




rH 




rd 




u 


rH 


rH 


a 


QJ 


OJ 


rH 


U 


cu 




a 




u 


U 




(0 


OJ 


OJ 


r-t 


o 


OJ 




a 


u 


u 




rd 


M 


rl 


o 




XI 


CO 


pq 


in 


0 


=1 


O 


rH 


V4 


o 


zi 


XI 


CO 


a in 


o 


3 


6 


X! 


a 


PL 


Pi C 


4J 




cn 


rH 


o 


c 




4-1 


a. 


a p. 


C 


4J 


-H 


CO H 


0 


C 


55 


AJ 



WO 01/22920 



1397 



PCT/US00/26524 



AA297193, AW351513, AW377656, T98269, D12294, 
AI866230, AI908913, AI868829, R83013, AI220723, 
T85780, AA344066, AA382073, AI310801, AA807562, 
AI908912, W38488, T91628, AA193223, AI864799, 
C75247, AA370966, AI144388, AA334159, AW381854, 
AA311797, AW381856, N51146, AA100050, AA314221, 
AW380232, AA788629, N74141, AI802279, AI818065, 
AA894373, AW021281, AL122042, AC007842 


AW392298, AW272601, AW014611, AI080627, 
AA430298, AW384668, AI797727, AI608964, 
AW272675, AW102844, AA176108, AW377459, 
AI131469, AI084855, H39807, AA625560, AI056544, 
AI753175, AI091091, N39574, AW071471, H49986, 
AA910009, AW439892, H17269, AI963968, AI038233, 
AI037961, AI038179, Z43393, W44646, H23373, 
AI656018, H01113, AI908070, AI908158, AI206196, 
AI831184, W28309, H17270, H23766, Z39465, 
H50029, AA307687, AW270187, H39808, T35734, 
N46719, AA031949, AA331031, T34994, AA320956, 
AA032033, H23262, N38880, H16357, AA355879, 
F0218S, H23737, AA307468, W47462, AA127936, 
AI352060, F05939, F07123, AI342167, H16309, 
R27641, AA765464, AI342795, AA176107, AW238220, 
AI061303, W44647, AA746939, AA524800, AA856945, 
AA054355, H81732, AA664924, AI624800, AW265688, 
AA515440, AW023975, AA714524, AW166920, 
AA054055, AA290802, AI478965, N34258, AA564682, 
R20234, AW338370, AI049845, H01243, AI749527, 
AW338244, AA588353, AA745302, AI859744, 
AA362732, AA52B566, AA523695, AF155120, 
AL034423, U39361, AP000505, AL021453, AC007036, 
Y14768, U63721, AC003982, AC007193, AC002511, 
AC004841, AC005632, AP000126, AP000204, Z85987, 
AC005920, AC005291, Y11107, AJ246003, AF001552, 

AC005846, AL121655, AC004181, AL031662, 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 2246 of 
SEQ ID NO: 1620, b is an integer of 
15 to 2260, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1620, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from, the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1174 of 
SEQ ID NO: 1627, b is an integer of 
15 to li88, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1627, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 607 of 
SEQ ID NO : 162 9 , b is an integer of 
15 to 621, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 162 9, and where b is greater 
than or equal to a + 14 . 
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AI267864, H46858, AI075972, AI242237, AI185100, 
AI272966, H39601, H88628, AA968979, W1923B, 
AI784586, R07700, H03189, AA211540, AA131165, 
AC004520, M29065, M29064, AF073993, AF192348, 
D28877, U09123, L02954, L02955, U09122, 
AJ009300, U09121, A74625, A74773, AF169290, 
AF211856, R10578, R10579, R12625, R20526, 
R22887, R23576, R25216, R27302, R32649, R33333, 
R33334, R52479, R20526, R66241, R69882, R76807, 
H03988, H04178, N34507, N40385, N74179, N74343, 
N75875, N93493, W00725, W02101, W04813, W04852, 
W05055, W17019, W20426, W24457, W25432, W42905, 
W81443, N90151, AA036938, AA167390, AA483158, 
AA632646, AA765452, AA808476, AA888709, 
AA935276, C02214, C04584, R29188, AA089571, 
AA092059, AA211492, AA216333, Z20376, AA703571, 
AA844237, AA889282, AI032462, AI051314, 
AI084281, D20533, T24609, F01310, F12801, F11075 


AL079429, AL079428, AI962210, AW409971, 
AW409972, AW362305, AW410672, AI924517, 
AA406225, AW025356, AA405914, AI951876, 
AW410671, AI523918, AI890911, AI923197, 
AW206660, AI569743, N94878, N99556, AW301065, 
AA405354, AI936512, AW206646, AI872449, 
AW193338, N63552, AI207878, H29B21, AA405693, 
AI1B4142, AI287700, AI039152, AA764984, 
AI347352, AW387O60, AW3B6988, AW387093, 
AI0B1389, AA350220, AI148131, AA783037, 
AI243796, AI277386, AW387033, H69679, AA985309, 
AI635584, AI372628, AI372627, AA4053S3, 
AW408699, AA777168, AA350036, R56710, AW207334, 
N40073, AA781626, F11487, AA654125, R94204, 
R56864, R55500, T66335, H92624, AA350276, 
R81346, AL121276, AA350037, F09706, AI298408, 
AI873379, R51360, T87412, M78454, AI287710, 
F12065, H50110, AA351242, N22306, F09146, 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 4037 of 
SEQ ID NO: 163 5, b is an integer of 
15 to 4 051, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1635, and where b is greater 
than or equal to a + 14 . 
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AA782617, AW401677, AI923522, AA148955, 
AA136448, R61653, AA369942, H45205, AI311834, 
AW383689, N70126, H78459, AW169009, N77580, 
AI695617, AW3836B7, AA383122, T96825, AW383681, 
AA477710, AW188902, AA1489S4, AW3836B6, T36291, 
AI826948, AI755216, AA628518, AI249697, 
AA236854, AI064883, AA977383, T35725, AA761981, 
AA478800, AA588591, AW275155, AA206781, 
AA610557, AA765404, AA299218, AI274603, 
AA484614, AA252156, AA394239, N89897, AA418016, 
AI289322, N35239, T96813, T98004, Z39105, 
AI347692, AA401922, R687B6, AI421701, AA300711, 
AI984054, AI307367, AI869880, AW003896, 
AI357580, AI097540, H78257, AA773528, AI933B53, 
N26474, W19451, T96826, AA937255, AA494127, 
AA456012, AA622190, AA531018, AW264334, 
AA296375, AW340846, R39778, AW368305, T98082, 
AW406763, AW389979, T32639, AW389990, AA773673, 
AA304962, AA233500, AW383537, R58298, C15957, 
N78713, AA019294, D78788, AW389995, AA402093, 
D31588, AW366573, AA095078, N87188, N86592, 
N88113, N88337, N85682, AF0788S9, AF078868, 
AL021878, AF090946, U21721, AJ243486 


AI345975, AI041822, AI354345, AA845341, 
AI471536, AA582006, AI264230, AI133028, 
AI922898, AI82679S, AW272874, AI889042, 
AI749224, AA307941, AW275172, AI926872, 
AA482539, AI680141, AI734884, AA524591, 
AW274596, AI336326, AW169351, AI885643, 
AW2694S2, AI749219, AI026046, AI143001, 
AI689406, AI591185, AW361012, AA602933, 
AI922602, W60954, AI735165, AW377897, AI566471, 
AI275792, AI814420, AA948377, AI683757 f 
AAB62488, AI139188, AI288260, AI277724, 
AI653978, AI890155, AI934802, AI911644, 
AI890535, AA226045, AW148951, AI889786, 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1330 of 
SEQ ID NO: 1643, b is an integer of 
15 to 1344, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO : 1643 , and where b is greater 
than or equal to a + 14 . 
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C04884, AA775515, W60092, 
A401316, AA676435, D51268, 
01185, AA402234, H27190, 
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AW372827, AL119457, 

AL119439, AL119483, 

U46351, AL119363, AL119355, 
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U46350, AL134132, U46349, 
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AA330056 


15 to 1255, where both a and b 
correspond to the positions of 
nucleotide residues Bhown in SEQ ID 
NO: 1653, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 504 of 
SEQ ID NO: 1654, b is an integer of 
15 to 518, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1654, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
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AA376766, D19678, AA311196, AA196806, H01342, 
F30880, AA629750, F33909, AA243536, R00351, 
AA302201, AA52411S, W28836, AA281519, R33180, 
AA719927, R76589, AA083438, AA911141, AA494408, 
AA034119, AA295285, T23201, AI984875, AA156979, 
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AI188245, AI188276, AI000875, AA599243, N32426, 
AI023878, AW027063, AI088920, AI193846, 
AA126805, AI800579, U20272, D32257, U14134, 
AC004739, AC006045 


T86558, R74597, AA495751, AI204352, N56848, 
AI242056, W20015, AA460093, AA307386, AA700368, 
AA693860, R97459, AI806458, R97416, AA164861, 
AI241618, AA235676, AA362800, AA203578, 
AA203546, AA704439, AI862463, N35933, N45430, 
AI239984, AI375890, AI393761, AI378188, N35287 


AI433785, AI379875, AA403186, AW069343, 
AI129895, AW069233, AA534411, AA181432, 
AA032182, AI935567, AI376398, AI089572, 
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AA126195, C04150, F30780, AA235347, AA192944, 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 472 of 
SEQ ID NO: 1669, b is an integer of 
15 to 4 86, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1669, and where b is greater 
than or equal to a t 14. 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1943 of 
SEQ ID NO: 1670, b is an integer of 
15 to 1957, where both a and b 
correspond to the positions of 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 616 of 
SEQ ID NO: 1680, b is an integer of 
15 to 630, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 16 80, and where b is greater 
than or equal to a + 14 . 




876978 




H2CBE41 




1680 



WO 01/22920 



1446 



PCTWS00/26524 



Q 

a 

• < 

r- in 

ro - 

oo m co 

o co ro 

« r tf 

r*» rH O 

<« < P 



p- rn in ro r* 



H H (N O H 



U) H (Jl > U) 

r- o o co ro 

vo h r- S 

r- CD CD f-t < 

(~- i/i 2 

I <ed - 



oo p- o <n 



O rl 1/1 S ! 

r- o <C - k 

ri H 01 rH 

<N IN CO * 5J» 

in in p- in co c 

ro ro H CO o i 

a a 2 vo vo c 

< < <C in m f 



. < - * 

ro 
- m 

p- p- f 

vo p- e 

p* r 

VO H r 

p- 3 i 

rH f 

s - 



O * W H 

■ CO H CO 

p- en h 

rH CO O 

J r* h i 



r- h co - • r h i/i 
r-OLn^r^cnLncri 

in vo cm ro ■ 



^ in 

h - oo 

fN cm r- 

o tn ro i 

VO ^ |£ < 

P ro <t I 



! h m « r - co cm - *^ 



pj O Ol <J> IN 

^ u tn o oo U 



- U 

< 

00 - i 

rH in 

*r in 

r-f co 

in vo 



P- VO 

- o co 

i CO vo 

' ^ 5 

l H < 

fli - 

. - CN 



O CO c 

CN O C 

o vd r 

CO ro t 

a s 

S 



- - U - < Q Q 



I cm co 

I H VO 

i O rH 

I cn (n 

r- in 

i3ar*p-u"iincovo 

i rfl < 



U 3 I 



in ro co 

CM O H ro 

in ro Cn tn 

HO (M 

ft, H - r 



\ m co o h ^ tn 



! ro rH 00 ro P* CO 



ro ro 

p- in 

CM 00 

in cm 



ro cj 
cn m o 

vo co co i 

vor-r-ocNcr\r-r- 



ro ro H 

5 5 5 
< < < 



O ^ 00 P- r~t 



CN VO fM Ul (N 



iS - 



vo t- 

ro H 



i <Ti in 

I O (N 

o in 

• co CO 

r- r> 



2 r- S n i" * i 

; < ro < E P P i 



i-h cm o r- p- 

. 00 (M in H CM 



h (*) h H 01 



HOi-trorHcocncocnr- 
S^aSHr-inoovo 



H H to H CO rt 



ro fM 

0\ in 

in cn 

P in 



CO H H CO CM 

r* cm tn m m 

o cm in 00 CM I 

i-i h cr> r- in 

in in in vo h i 

Q O Q X < • 



ro vo vo ro in I 

ro oo oo H CM l 

1/1 Ol O Ol 

oo co m oi in 

p* r*- ro r* cn 1 

ro iH in h in i 

a a m a h i 

< < < < < < 



in r- 

~ m co 

VO h oo 

cn r- o - 

vo vo ro 

00 X - T 

m o 

O - CM 00 

fU CN O 

• < rH r- O 

VO VD Pi 

- ^ <C <C 
O rO 

H D - * 

r-t r- 

CN - CM 

ro co p» in 

h in cn co 

3 00 H CO 

00 >i P 
CM 

, o - - 

oo cq m in 

cf» < o co 

cn cn co 

cn - m 

vo oo CM co 

rij ro <C nt 

d 

. - CD - - 

VO H CN if) 

rH O fM CH 

" o m 

VO CM 



CM *J* 

in c*» * 

CN CN O 

. O - CM CO 

goo m H 

co o ro 

vc 

- vo a, < 

CD VO 

O O - 

oo pi in cm 

VD < H CO 

H VO rH 

o - vo ro 

rn <C <d 



vo in vo co 

cm h in vo 

VO TT VO 

cm - in co 

00 00 ^ o 

x; cm < >h 

rH 

- o 

co tn co co 

^ H ro vo 

»J< H VO 

CN - O CO 

o cm vo ro 

O ro O O 



pi o tn to h oj 04 
rtj vo cm rt, o n( < 



tn 

co in i 

r- r- i 

ro ro ro i 

5 5 5 : 

< < < i 



r> p- vo - 
vo r- p* ■* i 



i in co 
cm r- 

> CO H 



CN CO 

in p- 

ro H 

5 5 



*r ro 
- o 

o in . _ . . _ _ 
cooop-Hinvovoco 



! < - < - - - 



i P** VO ro O VO rH i 



CO CO 

in in 

CM CM 

in o 

Hoin^vomwco 

- < p 



P«C0r-P*inrHV0CM 

rocNHroinrocoinp-CNi 



: < H Q Q x p , 



vo o tn cm 

Cl H fN n f 

P- P* CO CM CM < 

p- r- in m m \ 

p- vo CM CM CM I 

h rH in in in i 

a 2 M M M ( 

< < < < < \ 



00 

- r- > - 

O CM 00 CM 

O 00 00 VO 

rO O H CO 

CN O P* 00 



in 

in 

oo -h r~ 

m vo tn rH 

o cn vo 

VO rH rH in 

o o o o 



WO 01/22920 



1447 



PCT/USOO/26524 



i— I o 

p- o 

h in 

* Q 



Oi H H i 
<t CM tH l 



cn o 
r- vo 
m o 



CD rH 

rO VO 

^ CN 

O CO ' 

ro vo i 



h H (N 
(D CO I s - - O ~ 

00 CO 

VO 03 CN O 

> y> ^ 

i o 00 



38 



CM [- I 

CO CN i 

■sr co i 

r-i O 1 

H O < 



-S9! 



N N 

vo cn ro 

vo r- o) 

o VD rH 



p- in co 

i o cn r- 

m in n 

■ 00 O cn 

co H r- 

: Q h X 



^ r- 
vo vd 
vo ro 

O 00 

S3 



r> co 

VO CN 
CO rH 
O VO 

S3 



vd p» cn 
cn p- 

n ^ in 

in in ro 

co co cn 

< < X 











<d 


M-l 


vu 




ID 
















0 


0 












mor 




by 


her 


CO 
OA 


rl 

OJ 




O 
W 


er 










T) 


3 


Ul 


01 rQ 




jj 




OJ 




td 


<L> 






CJ 






fd 






0 




43 




0 


4J 


TJ 


CO -H 


(U 




JJ 




Cn 


-H 


43 


JJ 


C! 












V 


e 


M 






•H 


ft) 




a> 






a 


•H 


U 


id 


rH 










s 


0 




Ul 






a 






to 




U 




'H 


0J 


■4H 


c 


«j 




si 


■H 


H 


•4-1 




M 


TJ 


0 








CO CQ 








u 


a 








w 


JJ 


O 


43 


+ 


TJ 


<d 


E 


OJ 


(d 




-rl 


0 


a to 






0) 




0 


U 


rH 


u 




43 


a 


4) 




13 


fi 


u 


c 




CO 


43 




<U 3 


U 






0 




0) 


i 


43 




CJ 


43 tj 


V 


0 


r-H 


■H 


W 


qu 








rH 


JJ -H 


43 


JJ 


U 


4J 


OJ 


0 


V* 


rH 


OJ 


CO 


3 




X 


c 


TJ 


OJ 


MH 


oj 


CO 




O OJ 




rH 


<D 


a) 


•H 


IQ 




cn vo 




JJ }H 


T3 


(0 




> 


JJ 




i-H 


a) 


rH 






a 


& 




B 


0 


<U 


id 


4J 






TJ 0) 


cn 


<— t 


■H 


a) 


TJ 


u 




6 


CN 


a -a 






43 




rH 


-H 


V 


■rH 




rH 


0 -H 






id 


JJ 


u 


4-> 


a 






VO 


& JJ 


rH 


rl 


rH 


C 




0 


a 


>, Q 




w 0 


CO 


O 


a 


a> 


1 


oj 


cn a 


M 


0 


OJ 0) 


VD 




<M 


01 




(H 




(0 




JJ 


iH rH 


tH 




oj 


oj 


rH 


o 


OJ 




a 




rl O 




AS 


u 


u 


O 




43 


tfl 


a 


in 


O 3 


6 


43 


fh 


Pi ft c 


JJ 


•H 


to 


rH 


u e 




JJ 



' o on 
i t(* o 

I CTl 

in 



tJ< rH - fN in 



\0 UJ 
m rH 

I CN U 



o o r- 

^< - in cn 

O * H 

h r- in h 

NvoffiChminmin 

O CO O O I 

2 r- h m i 

rtl m <; <C i 

M 

in o\ h i 

in - r~ in i 

<n n n oo i 

m H 03 O i 

00 CI H ON I 

Cft CA rH < 

M ft H rH I 

< H ft ft, t 



00 VO 
rH CTl 
10 CN 

cn in 

"3 



IN CN * 

VO VO H 

VD 0> <tf 

in r- in 

Q ro r- 

ft in 



co oo ro i 

o co cn i 

h in m 

< Vfl < 



r- in 

cn cn 

in <j< 

VD 

M CT\ 

< o 



1 vd cn i 
i o I 
i vd el! i 



. cn < 



in 

CM 

rO rH O H 

rH tn VD CN 

CO VD in VD 

O rH VO CO 

S in h h 

< & < < 



ro 

ro - - 

VD CO ro 

H CN ■* 

in cn o 

a cn vd 

l 00 rH 

! - in rj 

CN M 

- co <C - 

VD CO 

cn - 

n cn vd 

<^ oo CO 

IS vo oo 

, < co K 



- VD 

rf O 

cn - cn i 

r> CO ro 

o ^ <n ro 

vo ro c- l 

ro in cn < 



^ vo vo in 

P- ro H O 

in r- oo ft 

p cn (H ft 



rH p- cn o 
^ in rH ro 



3H ' 
U t 



in co 

on vd 

VO 

ro VD 

Cn rH 

ro U 



VD 



. Q - 



cn o cn 
cn cn p» vd 

if H D H 
WO*'} 1 

CN VO CN ro 1 
^ H VD VD ' 



^ VD N 
HON 

06 co 

m rf . . . 

s < a u < 



' ro 

r- » cn in 

in r- t- oo 

co oo o cn 

cn o r- VD 

n vo ^ K 



< M ft rH M 

.2 ~ *s < a U < 



3Si 



i in cn 

o VD 

i H ro 

r- in 



m vd 

^ ro 

co cn 

p- ■* 

VO H 

eC 



ro in o 

o ro co 

o vd vo 

m in r- 

< Q Oi 



0\ rH Tt* H 

P- VD CN CN 

Ul rH fO H 

Q O 0j < 



TJ 

r* rd OJ 
0 43 

01 -H 

1) C rl 

o - - 



JH O 

OJ CO 

43 H 

S H 



OJ 43 

cn 

OJ TJ 



a 

UH CO OJ 

O JJ 

a <d 

05 -H OJ 

C rH 

o a tn 



-rl OJ 

) H TJ 

& 

E OJ 

0 <J ' 



VW d ffl J3 -H 43 -H H 



TJ fd 
0) 
TJ 

? U VII 
rH -H CO 3 

u jj a> cr 

X C TJ OJ 

oj oj -h tn 

> AJ 

>i fl 0 OJ 
rH -H OJ TJ 



oj oj 5 oj 

W 111 Sri 

OJ OJ r— I U 

rl M O 3 

Di a a c 



o 

IV OT U 

<d 3 -H 43 

rH 4-1 

3 0) 43 OJ 

E 43 rH 

VH - OJ 

O rl CN 43 

4-i OJ co 3 

cn vo 

rH OJ rH - 



OJ SO 

01 CJ M O 

(0 JJ 

OJ o* 

43 oi pp in 

JJ -H CO H 



O 43 + 
ft ra 

<i) oj id 

OJ 3 rl 

43 TJ OJ O 

JJ -H J3 JJ 

o 3 

O OJ rH 

JJ M TJ id 

TJ «J S & 

C TJ OJ 

O -rt - 

ft JJ CN Vh 

CO o oo 0 

OJ QJ VD 

rl H ri C 

rl U " (5 

O 3 O 43 

o c a jj 



WO 01/22920 



1448 



PCT/US00/26524 





r- 


in 








ro 






r- 


in 






m 




CA 


00 


CO 


IN 




(N 




VD 


H 


Cft 


in 




VD 




in 


o 


VO 


m 




H 




Q 


■-t 




IN 

vo 


VO 


u 










Q 






00 


00 




m 




m 


r* 


r- 


CN 




00 




i-t 


i-H 


VO 


p» 


o\ 


fX> 


ro 


CN 




in 


i-H 


H 


00 


r- 


u 


VO 


p- 


VO 


CN 




ro 




H 


p- 


cr\ 


CO 


H 


00 




U 



rtj h in cd m 
< < <r vo 



^ CO 
CTs rH 

ro vo 



- < 



r- 

H OV 
00 vo 
oo m 
00 o 

o vo 



h m to 

< n © 

en 

- rH - O (N 
(N ^ O S U) 

in oo in < □ 

CA rH 00 

co cm p- - - 

n h u i/) 

M rtl (N r- H 

<h ro 

- - «t o> p- 
co ro 0> in 
u> in - H ci 
cn vo cm 

rH crt <n - - 

CN P~ CM CO 

m n w « ^ 

H M rH rH VO 

<C < U vo in 

H CN 

« * • U Q 
co ro cn 

* o in - - 

ro ro vo h cn 

H in ro ro «-t 

in in ro 

H ro in p- cr\ 

H < H Ifl h 

< < < Q Q 



rH in 

vo in 
ro o 

CN) 

r. 

in 

- ^ 
o vo 

P- 00 

p- r- 
vo ^ 



r- rj o 

(N h CM * 

VO VO O CM 

cn r- vo ro 

vo vo vo ro 

o m .vo t 

3 m < r- 

< < < 3 



t- o 

o p- 

^ r- 

cm ru 



o ro p- o 

o in in n 

o O Ol (N 

in oo oo 

in eo cm co 

p- Ul rH rH 

M rH 2 S 

< < < < 




VO 


















H 


M 






























*< 


< 














ro 


vo 


VO 


(N 


o 


p- 


vo 


ro 






VO 




CO 


ro 


ro 




CN 


p- 


r- 


H 


fN 


CO 


c- 


H 






CO 






p- 


CM 


cm 


in 


Of* 


r- 


VD 


ro 


p- 


ro 




O 


VO 


CM 


rH 


CN 


o 


ro 


rH 


o 


ro 


rH 


CN 


CO 


IN 


Ch 


in 






i-4 


CO 


rH 


CM 


CA 


VO 


o 


ro 


Ch 


in 


^ 


r- 


CO 


r- 




CO 


CN 


VO 


CM 


O 






in 




tj" 




rH 


in 


CO 


o 


CM 


ro 


H 


00 


o> 


r- 


<N 


ro 


H 




H 






M 


rH 


S 


in 


vo 




rH 


H 


M 


W 


o 


•4 


< 






1 


< 


< 


< 


W 


CT| 




< 




< 


< 


H 




















H 













































. in 

ua.. 

en rH ro vo cm lo 
- - - m r- r- o ro m 
oo^rrovor-r-cMojvo 
p-foroocorH^rincM 

HCOOOrOCOCMrHCO 

vovoominrMVocooi 

rOCMCMWMMHHM 



co in (N co vo vo ro in 

O ^ O -OrHO^O 

m-tpcoovor-TrcNvo 
xj*r»vDoovocooiooo 
p-oorovovoroo^ro 
CMOO^rcomr>oo 

MSJVOMHt-JJJ 



Oi - - - - 

VO CO cn 

- 00 rO CN CM 

CO H Ol O M 

<}\ Co ^< CM VD 

m r- © vo o 



r> H r** 

co r- 

O rH VO 

ro i-t 

H H Ol H 



rH o ro^coinr^rocNcoiHHOt^^or^cocj 
rH - r- *oocor-r>r-vorH^r-ooT|iooror-ovD 
cococNr^r^CMinrHvo^u>ovoNCnr*-inr-ocnoo 
or^mr^oorjoinr^cnvooo^cMr-orooooi-HCo 
inmHincoojinr^rocricnocMCovor*coroor-vo 
Hr-oocMmvorocMinTfvooincMinrMr-cMinincM 

rfriHt^MHMHMMrH3MrHMrHMSHMI-j 



tI* O CO 

- o co in vo 

ro vo in Co ro 

rH CTl Tji p* 

ro VO VD VD ro 

O in O cm ro 



in p- vo 

h o ui 

r- ro Co 

CTi CM CD 

1" h ^ 

CM CO rH 



! 3 3 a 



voo<'^rtnror-p-otnoo\DHp>vocMrH'«j'ooco 
aJCMrovovop-inHocMrovotninvovofNCOCocMCo 

rHinCriOCNCOrHLninrOrHCMrOTj»VOroCOinr>iHin 

cooHroincMro^inHrHininvocNO^rc-voocn 
rHmiHCMt^^rom^oin^p'VDroHinrtCMm^* 

C^P-OH^r(MOOOrHOOaiTj*VOinU)ComrO 
' ' ^ H JH^SHHHHHHHH 



WO 01/22920 



1449 



PCT/US00/26524 



t> e'- 
en m 
ro O 
H < 



o ro oo e'- 



en o o 

i » ^ n 

5f U) ri 

» i— t n h 



in - 

r- rH 

H CM 

H CD 

J r- 

- < CO 
(M 

- - 

co r- cn 

vo t- in 

O D H 

i-H O O 

[d in co 

o o 



* - vd - cn 

H Ifl M P) 



mow 

M O fli 

r- r- o 
o r- J 
W <C *: 



cn in ro 

O O rH 



i-h ro ro 

tJ* ro iH 

rO O H 

in r- 



r- <ri ro i 

- co in co 

m (N (N 

m m h h m ' 



in cm < 

CN CM 1 

t-f H ' 

rH J I 



cm t- co in 



I s Cl H f) 



H H H C) 
fit fit CO hJ 



, . _ _ _ _ < < H i 

— CH O I 

m vo 

Tj« O fO 

r- o vo 

ro co i 

HOC-' 



i in ro 

I VO (N 

i in in 

i CTl CO 

i m in rH in i 



o cn 

in 

in ro 

["» (N 
fO O 
. rH 10 - 

> J r- 
■ fit - ro 
H ^ 

* in r- 



rH o 



'.i .3 -3 



H VO O 

. Q cn cn 

ro CM 



rH O 00 

O H U) 

in cn in i 

O CO VO i 

" O i 

< rH i 



CO ' 



00 VO LP rH 



M CO ro 

O O 

H T 

cn o 

O rH 

cn Cu Cu 

co < < 



.a 



c- co 

r- cn 

ui o n 

ro CM ^ 

i— t cm cn 

i— t rH O 



cn cn * 
u> vo vo < 

ro ro Cn ' 



Ol H H H 

. r- o o 



- vo 

' cn o 

VD rH 

rO rH 

rH Eli 

rH < 

. rt 



CO 



«* CO 

CN ro 

h m u> 

. o cn n* 



cn rH cn co . 

in H 00 H o 

" i CO i-H lu < 

: CM rH fit 1 

r- EL. 

X < - 



h cd cn 

CM O O 

ro rH O 

ro r- 



o vo 

in cn 

ro cn 

ro r- 

cn cn 

< p 

- < 

cn 

vo - 

in co 

in m 



- o 

VO H 

ro O 

r- in 

oo o 



cn in oo co vo cn cn 
o cm cm cm ro cn co 
cn vo v r- h in in 



rH rH rH C- 
H rl O M O H rl 



^ M O 

00 oo Cu 
X X < 



ro cn O 
a\ r- vo 
ro o m 



r- o -<j< vo 

i ro co cm - ^ 

h oo o cn 

O rH O CM - 

CO H 1/1 CI if 



H r- 
cn in 
D ro 



m o 

cn ti< co ' 

o cn cm ■ 

oo r* O ' 



i r- cm 

i * cm m 

vo in -j" 

h r- cn 

i cn ro t»* 

CO H O 



o r- 

ro in * 

* in oi 

cn r- o 

*t« ro cn 

H co 



vo o < 

rH CO - < 

O O CM ' 

ro ro cn i 

ro ro ro i 

rH rH rO H 



o r- 

vo ro in 

cn in 

r* o ro 

h cn ro 

H O rH 



5* O < 

Tjf O I 

co cn i 

co o ( 

t- cn ( 

o o i 



^ cn 

ro 

ro O 



cm cn 
cm o 

o CM 



oo o in 

ro in r- 

rH o o 

O CM ro 

in CM ro 



i— I i—l O i— t H 



m vd ^ i 

ro o cn < 

xt* VO ro i 

r- ro r- i 

rH n rH H fO 



H H 



O ro 

ro CM ro m 

- rH r- I- rH 

co J ro co fa 

ro <q h in < 

in J vo 

- <l! X - 
ro O 

rH VO 

J m ^ji t- O 

< cn H CM ro 

O ro rH ro 

- M rj< O rH 
in rH CO J 

cn - ^ o < 

in J 

ro CM - < 

CO CN O l 

X o o - in 

rH rO t- t- 

rH Cn m CM 

^ rt H 

, o cn o 

h in fa 

<C V£> » < 

h < 

- cn cm - 

ro in o co 

vo o r- ^ vo 

Cti ro un cm 

O fit rH VO O 

o A cn Pui 

r> - < X < 
co 

- r- 

cm cm o in 

O CO O CM CO 

rO CM VO VO 

CN CM V0 CM O 

i-j cm r- r- 

H fit 1 



H D X 



WO 01/22920 



1450 



PCT/US00/26S24 



cn 

vo co 

cn oo 

00 GO 

rO ffi 

o X 



OJ C7\ rO 

H 0\ - VO 

H cn co p» 

H p*- vo cji 

ri in in r* 

h o n o 

f*< CO fa 

rfi < h <c 

O VO 

o o - cn 

H co r* Cn 

o t^- co oo 

co in cn in 

in o r~ D 

J fa ro 

3 < N - 

- - - in 

m vo oo 

in o) in oo 



« o H i 

-S3 



m in 
in 
at oo 



vo 

co - - CN 

^ vd eg ui 

p- in cn p- 

co vo co ro 

rH cn ID rH 

i J n o J 



on co 

CO iH 

o J 

< 4 



tr id m vo 

h cn cn p- 

o ^ in tji 

to o r> r- 

co o co ro 

i— I O i— I H 



















































































rij 


















ri. 






















CO 




>* 


























ri. 










































ri. 


























ri. 


P 




















ro 


** 


* 


X 




ri; 






























































ri. 


p 


ri. 


































rO 


VO 


fa 


O 






CO 


VD 


ri; 


w 






m 


VD 








VD 




CN 








O 


o 


ro 


in 


p~ 




O 


o 


o 


o 


r-t 


H 






fa 


cn 


p- 


in 


a 




ril 


r- 


o 


o 








o 


o 


ro 








>* 


u 


2 


cn 


o 


ro 








<f 




r- 








CO 


^ 


in 




p- 


rH 


H 




rH 


m 


rH 


tn 


rH 


rH 


VD 


r- 


VD 


<J< 


H 


rH 


O 


o 


O 


CN 


fa 




fa 


o 


O 


r* 


ril 


3 


<c 


M 


a 


N 



VO H 

- CD (N 

rH C\ fa 

• - cn cn ril 
m vo n 

O CO rH - 

cn o fa H 

" " < H 



CN 



- CM 



Sp- cn « 

vd cn H 

r- r» J 

- * r- cn < 

I ffl H O 

i n H m - 

I TT O 



; O CO H 
co vo fa 
> J p rC 



VO CM CO H 

vd co co cn 

l O CO CM CM 

H O N 

[U ffi o o 

< < w w 



if t» H H O 

vo cn o m o 

^ r* cn o rH 

cn co m co cn 

o h cn CO CN 

O O O H rH 

^ s s s a 



CO co 

CO T 

O P- 

CO CO 

co r- 

in vo 



r-t P- 

ro CO 

co cn 

ps a 



r- vo 

oo vo 

cn o 

04 cn 



r- in 
cn vo 
vo r- 
vo 
t— i cn 
< H 



CO Tj« 

cn in 

rH 









cd 


l*H 

O M-l 




ID 












cd 






<u 




OJ 


0 












0) 




1) 


0 




>H 


>i rH 


o 




a 








Jh 










43 


a) 


O Jh 




w 


u 






0 


43 


cu 


r- 




1 






o a) 


43 




a) 






E 




43 


rH 






TJ 


f 


rH CJI 






XJ 








T) 


3 






n 


co a 




OJ 




0 a 


cd 




CD 




rd a> 






43 


0 


43 




O 4J 




tQ -H 


a> 




43 


O 


_ 43 




0 


XJ 


QJ 


tJl -H 

d r* 


43 


u d 

•H 


cd 


on 
n 


u 

01 




XJ 


QJ 


01 -H 

d »h 


43 
1 


XJ 


E 




-H O 


cd 


H 


<« 








E 


d 


•h y 


rd 




O 


8 


(0 w 




d 




U 0 


CD 




0 


o 


CO CO 






u 




-h a> 


vm 


d cd 


43 


-H J3 


■H 


H 


u 




-h a> 


IM 


d 


4-1 


QJ 




0 


0J 


u 


to (0 






UH 


0) 


Vj tJ 


0 


QJ 




U 






cj m 


o 


o 


43 


+ 




>H 


a> 




0) 


tJ 


cd 


e <i> 


cd 


3 -rt 


13 


a m 






TJ 


cd 




cd 




a) 




o o 


rH 






<u 


aj 


rd 


QJ 




0 o 


rH 


XJ 


TJ 


d 


v d 




(1) 43 


a 


CO 3 


M 




TJ 


d 


u d 




0) 




o 




i 


43 


M 


.d TJ 


ai 


0 


3 


0 


01 


E 43 


rH 


-H 




M 




OJ 


iJ *H 




4-> 


rH 


•H 


ra 3 


U 




U 


XJ 


S O 1 


O 


J-t CO 


X! 


(0 


1 






XJ 


o O 1 


0 


M 


X 


d 




4-1 


HJ CO 




0 u 




rH 


3 


d 


T) OJ 


IH 


0) 


QJ 


QJ 


-H ID 




01 vo 








CO 


ai 


QJ 


■H 01 




01 






X> 


rH 


QJ H 






d 








XJ 


rH 


<L> 


>* d 


0 <L> 


cd 


4J 


^ 


n <u 


ra 


O 1 


>« 


£ 


0 OJ 


tB 


XJ 


rH 


•H 


<U XJ 


H 


c: O 


rH 


d x) 




QJ 


rH 


•H 


a TJ 


U 


d 


J5 




rH -H 


o 


•H S 


O 


0 -H 






43 




rH -<H 


QJ 


•H 


i0 


XJ 


O *J 


d 




rH 


a -u 


CO 


V4 


cd 


XJ 


u xj 


d 




U 


d 


2 ° 


a 


>< Q 




to o 


CO 


0 


rl 


d 


2 ° 


QJ 




<U 


0) 




0) 


d h 


O 


<u Q> 


vo 




QJ 


a> 


d a> 


0> 


d 


4H 


01 






rO 


4J 


rH rH 


H 


d 


VM 


w 


>SrH 




m 


4) 


QJ 


rH U 


0) 


a 




U U 




cd 


QJ 


0) 


r-t U 


QJ 




lH 


M 


O 3 


43 


to pa 


in 


o ^ 


d 


43 


U 


V4 


O 3 


43 


to 


rx 


a 


Qi d 


4J 


-H W 


rH 


U d 


2 


XJ 


(X 


04 


CX d 


XJ 


•H 



WO 01/22920 



1451 



PCT/US00/26524 



\o in 

vo H 

H O 

00 CN 

n cm 

S &* 



r- h vo 

<f\ <f\ f 

r- in co 

<n C\ o 

in in 

go in 



m o 

t^ tH 

in t> 
r> o 
in cm 
r> o 

.33 - 

in 

- CO 
O Ol CO (N 
M (Jl H CM 
(N H H O 

r- vo r- o 



in 1 



in 



in o 

o oo H 

o mo 

^----'<^-» 

h n in o w cn ^< cn 

»m in n o «) 
rovocoHotNrninoior* 
u>rHor-c->voinotNino 

NOrNl/lCOinfflOCD^IN 

i-tintnochininn^ 



dd!U)^Hfl<HiJrt!HiimifHH< 



w oo o 

o w r- 

n co o 

H \D * 

at r- o 

LD O (N 

H M S 

4 < < 



in in 

vd o 

co co vo in 

CN (""> V0 CO 

m u> m o 

r> m o r*» 

3 h Si Si 



in co ui m 

- io m r> < 

oo ^ co h n 

CN VO CO H O i 

H CO U) M i 

n co vo h o 

VO H H S 2 I 



r- H CN 

> ^ (Ti CO 

m r-< m r-< 

rl (ft CO N 

in co crt in 

(Tl 00 VO rH 

i-l M M S 

w < *X < 



m o 

m vo 

m vo m 

m r- n 

co in r> 

H r*- H 

h a i 

< < < . 



o r- co 

en - o in 

o cn ^ co 

U) I 1 O Ol 

CN HI H 

in cn cn 



co o\ o oi m 

ri W Ul 03 (N 

03 H CO h M 

H CJ\ 00 <J\ 

<$ r*i ci m 

vo cn m co 



o n 

m fi 

CTi o 

U» rH 

CN 00 

vo tn 



IJrfrfrHr-trHMr-t 



iH CO i 

<• io crt cn 

cn co r- cm 

m o m m 

o I s co 

m in vo (n 

<T> H M H 

* << < 



noinvoooNr"ir^vo^) , Of-i[-~r'icor'»xi , ^< 
roovrovo^mvocoino^vDcncriHcNVDVO 
Hor-r-HrovoorMoot^ornvocnvoinin 
iHTrr-r-crti-toooinvor-oor-oHco 
cohinvDnmcooicoiDcovoNiNvo^Nn 
i/i^^r^oiininococNCoinooHnrim 







Q 






















o 












at 


«*H 




a 






•4-1 




i— t 














U-l 


UH 






H 














4H 


M 






0 




O 








Of 

u 




u 

rl 


0 


O 






a 








tu 

)H 


i 


at 


0 


O 


o 






1-1 




w 


u 






o 




It 


m 


r4 








rH 






1 




tu 


CO 


iH 




M 




CD 




U-l CO 


a> 






£ 




X! 


in 


OJ 




*4-t 


CO 


0) 










X! 


O 


at 


4H cn 


at 




cn xi 


0 


4J 








T3 


? 


tn 


cnxi 


0 




4-1 






u 






01 


Oi X) 




XJ 




CD 




c 


<0 




CU 


)H 


at OJ 






CU 






C 


ffl 




tu 


m tu 






a 




rs 




4-> 


T3 


ID -H 


<D 




X! 


0 


xi 




O 


4J T) 


01 


•rH 


OJ 




X! 


0 


X) 




0 


jj T3 


to -H 


at 




g 


G 


G 


rl 




4-> 




Ol-H 


X) 


4-» 


C! 




p: 




rH 




4J 




01 -H 


XJ 


4J 


c d 




u 




-H 


rd 




cn 






a> 


c ^ 


1 




-H 




o 




Cn 




8 


tu 


c u 






•h a) 




01 








■2 i 




E 


a 


-H U 


f« 


H 






•rH 


s 






§ 


•H U 


td 


rH 








g 


rd 


4-1 0 


0) 




0 


o 


CQ CO 






a 


rd 


AJ 


o 


CQ 








to to 






G a) 


w 2 


CO 




<d 


-H X! 


-H 


f-t 


u 




*H QJ 






n* 




•H 


X! 


*H 


rH 


U 




-rH at 


<4H 


c 


rd 


•h X! 


•H 


H 




Xi 


(0 (ft 






VU 


a> 


M T3 


o 






x: 


cn 


to 






<H 


tu 




0 


tu 


X! 


<a tn 






to 


-U 


O 


Xt 


+ 




u 


ft 






tn 


4-* 


o 




XI 


+ 




u 


ft 


rd 


at 


tO 4J 


O 


X) 


•f 


-rl 


0 


ft to 






TJ 


(d 


g OJ 


(0 


S 


•H 


0 


ft to 






Tl 


cd 


E a 


3 


■ H 2 


ft to 








XI 


01 


CD 


rd 


<u 




O L> 


rH 


4J 




XI 




tu 


CU 




tu 




o o 


rH 


4J 




at 


at 


m 


X> 




at 3 


H 






c 


O fl 






X) 




at 




rl 








o a 




at 


XI 


at 3 


lH 






at 


xi TS 


0) 


0 


1 


0 




i 


XI 




at 


Xi 


% 


CU 


0 




o 


at 




xt 


at 


X! 


a* 


0 




)H 


-U -H 


X! 


4J 


rH 


•H 




rl 






u 


4J 


•H 


X! 


4J 


rH 


•H 


at a 


M 




- tH 


U H 


•g 


4J 


^« 


0) 


cn 






0 


*J 


s & 


0 


u 


in 


at 




to 


5: 




U 


Jj 


at & 


0 


rH 


vo at 


09 






CO 




O at 




i— 1 


X 


c 




4H 


tu 


CO 


x: 


0 


tu 




H 


X 


a 


x) at 


«M 


tu 


co x! 


0 0) 




rH 


vo 


% 






fd 


CU 




•h m 




01 vo 




4J 


tH 


-d 


nj 


o 


at 


■rl CO 




0> vo ? 


4J M 


TJ 


rd 


rH 






1 








jj 


rH 


tu 


H 








a 








U 


rH 


at 


rH 




G 


& 








rd 


tr 


>1 




O (U 


n> 


4J 






1 


(U 


fd 


tr 


>i 




o tu 


<d 






t> at 


td 


at 


6 


rH 


c *o 




rH 


-H 


QJ "O 




c 








TJ 




(U 




•rl 


at TJ 


rH 




O CM 


C TJ 




z 


m 


O -H 






ja 




rH -H 


at 


•H 


§ 


vo 


0 


-H 






XI 




rH *rl 


at 


•H 


53 (N 


0 H 










ft 4-1 




u 


itf 




u u 


c 






tn 


ft 4J 


in 


Vh 


(8 


4J 


U 4J 


c 




C\ 


ft 4J 


vo 


u 


Q 




0} 0 


CO 


0 


tH 




3 0 


<u 


>1 Q 




0] 


0 


CO 


0 


M 


c 


3 0 


at 




to 0 


GO 


0 


H 


o 


0) 0) 


vo 




QJ 


(U 




tn 


C 


H 


0 


<U 


tu 


vo 




tu 


tu 


c tu 


Ol 


c 


M O 


at at 


VO 






4J 


M rH 


rH 


c 


*4-t 


to 










4J 


tH 


rH 


rH 






CO 


NH 




rd 


U 


rl rH 


rH 


G 






U U 




(0 


(U 


<u 


rH O 


at 




a 




u 


O 




cfl 


tu 


at 


rH U 






a 


M O 




rd 


ff 


in 


O 3 




Xi 


M 


u 


0 3 


Xi 


0) 




in 


0 






X! 


U 


u 


O 3 


s 


to 


W in 


O 3 


§ 


x: 


tn 


rH 


u a 


8 


4-> 


Pi 


ft 


ft c 


♦J 


•H 




H 


u 




§ 


4J 


CU 


ft 


ft a 


4J 


•H 


CO rH 


u c 




4J 



WO 01/22920 



1452 



PCTYUS00/26524 



P» Cft CM Cn rH rH 



rH 00 I 

in in i 

■<r cn i 

CM 00 I 



< < 



\£> (Tt VO 

TP CTi O 

VO Cn CO 

vo in vo 

oo oo in 



on r- 

tN CN 

in o 

Tf m 



M M H H H p- 

< < < s < 



i uj oo h in * <n 



cr\ o ■ 



in 

CN (N 
(T\ r-i 
Tf r> CN 
O W 



00 Ch 

CD CN 

Tf Tf 

co o 



in 
o 

*n - » 

00 00 

- - p- Tf 

< rO <Ti CA 

a\ co in 

CO Tf CM 

tf H H 

co h 

co - < 

M CM 

< U> - 

H ro 

- H H 

m cn o 

CN < fM 



H - co -mi 

on vo ro t* m < 

oo in cn m m i 

o i-t n vo 

(< n H o oi i 



rl Ifi O ^ 00 J i 



OO b 
- < 



co 



■ in cm 

■ X D 



cn - - - oo 

p. cn ro cn oo 

r- o cn n ko 

h (Mn n m 

O 00 00 O H 



in o\ J 

n r- <t 



in 



VO CO 

cn vo 

cn in 

oo vo 

in Tf 

D rH 



m m * i 

w m o 

co cn j 

H 00 ( 

>t H - r 



cn cm ' 
o in < 
cn oo < 



in o 

rH o 

vo cn 



ro o 

o vo - 

JHHHrftJrHH 

cn h 

< H 

O CN 

00 - < 
rO 00 

h r« - 

p- cn vo 

o o Tf 

3: O H 

< D vo 
o 

- - X 
ro ro 

o oo - 

o cm o 

r-t r- co 

cn o o 

rH O O 

S U rH 

< <t» 



p- r- co 

cn m 

co o CN 

i r- p- ih o 

■H in rf 

cn oo ^ 

M < *< M 

: < 3 5! *c 



cm cm on oo 

cn m p* H 

d ^ m ro 

rH <T» rH tf 

rH r- m 00 

00 O rH CO 

H 3 3 M 

< ri: rt < 



o o 

in vo 

r- cm 

co cn 

CN rO 

cn in 



cm ro 

00 Tf 

co ro 

in cm 

p- o 

o p- 

& h 

a < 



V0 O Tf CM P* 
LD Tf CN cn Tf 

in m cm r- 
ro p- co p» cm 
oo H in fi H 

< rH < M W 

.a ~a . 

o VO P- 
00 - rH - H 
O On t- Tf Tf 

m p- p» H vo 
n o Tf in o 

rH OA O O O 



Tf O I 

co w i 



En 



rn rH Tf o 

cn co o 

00 O Eta 

M < < 



p- o p- in Tf 

CM H rH O P* 



P- rH in ' 

p* o cm i 

p» ro vo < 

co vo cn i 



- cn - » 

p. o vo 

oo co CM 

in rH CM V 

rH VO t 

H h H \ 

H <C O \ 

in 

■ - Tf « 

oo cn vo i 

rH VO On < 

rH o cn V 



I rH Tf J J 

: q m a a - a 



i cn vo 

> VO Tf 

■ Oi 00 CM 

i oo in - vo 

ro ro cn rH 

i o D p- c> 

So vo 

- oo x 

rO rH 

. - p- < - 

. VO 00 CM I 

i in in - co 

i H in ci 

I O X rH Cn i 



I o - r- o 

H 

- - O - - 

I Tf CO P* O 

I rH O Tf 00 

i cn j cn in 

> Tf < cn cn 

i r-t 00 VO 
■ >* -MX 



m 
o 

cn cn 

o p- 

cn cm 

o o 

< - 



r- rH rH CO rH 



cm co cn i 

CM O tJ* ( 

in in ri i 

CM VO O i 

H p- in * 

CO O i 



O rH P- 

O VO O 

H CM 00 1 

CM O CM 



J rH 
S - O 



Tf oo on oo cm 

n oo n o 

Tf p- h cn cn 

cn oo cn oo oo 

Tf rH Tf O O 

D < < < < 



m p- 
' co p- 

i H P- 



co m 

co ro 

co cm 

O Tf 



< co a i 



cn h on 

o h cn 

J Cm co 

a < h 



00 o 

- - Tf VO 

Tf in rH Tf 

vo vo cn p- 

co r- in H 

00 VO rH rH 

O ti J 

>i m a a 



vo ro 

ro ro 

co O 

rH f> 



p- cn in Tf , 
■ m o in (M 

i Tf Cn P* rH i 

i p* O CM O i 

rH fc, rH CO 

H < O O i 

d .aa 

CO i 
,00 - - 
p> Tf Tf in 
co r* o ^ 
cn ro in ro 
Tf in 



Tf 00 

vo cn 

P- rH 



WO 01/22920 



1453 



PCT/US00/26524 



A o 

vo 01 

r- n ci - 

m h n o 



00 0\ 

« fl" n 

n in in 
vo r» 

in n a 



a cn in 



fl< r- 

* «) • 

CO C7\ CO 

O O m 



O IN 

h in 
. o r- 



■ CN fl O fl 

; o fl in co 

t— I VO <N 

. rH 01 r- 0% 

J [**• O fl» i 

< H {\ O 

I fu Cn < 

i - < < < : 

I oo 

I vo - - - 

in o r- co i 

. fl o cn in i 

m cn r» in i 

■ H "4* fl m < 
J O i-4 fl I 
ri| O O rH i 



o o r- « 

CO fl" M I 

rH a vo < 

t-» o « 

b co m ' 

< S h i 



H O ri 



in vo o 

I (N CO CM 

I in Ol VO 

05 OJ 

i r- m r- 

P H D 



' in fl 

1 CN - A* 

in in o\ 

I © O tH 

i oo cn id 

> H r- o 

Cu O Pm 

: rt: >i < 



U) «o h ( 

fl CO < c 

O O - r 

h cn fO [ 

>* O 01 K 

Cm VO 

- < vo 

O CO < 

fl" * X r 

CO VP 

oo oi 

A CN rH 

O O O 

fa rH fl" 

< H I- 

r- 

fl Ol 

flt fl CO 

O CN fl 1 

J O O 

rtl W in 

CN 



O 01 I 
fl CO 



■ co fl* r- 

I Ol oi 
I -OA" 

i in cn m 

' CO O XI 

I CTl fu 

: cm < - 

O H 

- CN 



fl* 01 I 

oi r- i 

fl A 1 

r- r- 

H fl l 



in h J 

i oi h a 

m Eu 

. oi < * 



in vo oi 

fl CN CN 

fl fl in 

- H co r» 

o J CN fl 
CO ft H H 

? - -3 

fl 01 fl 

h in oo - 

J H CN O 

< o r- in 

H fl fl 

- H H A 

id da 

i u> 
r- - - - 
A r- fl co 

rl rl (M m 
J 4 CD CA 

< vo co 
vo cn vo 

- X o t3 



in CN H 



rH O VO in 

rH Ol 01 

J fM h 00 

a M CD X 



flfl r> in r- in co o t*o ^ (O h in co 
o o -.flCNMCMvoflivo -floi - oi o r* in -cn 
oiHfl«fl<flOinvi>voinoii-(vocNVDinfNfl"flr-i 
H«vor*Hoir--r*r- > r-fl'OiinvoflOivoo , iLnt^i 

flCNfl'HinOlflflt-tflOflOOrHVOr-lfl'OlVOi 
OHHOOr-lrHi-lrHHinOOOHOOOHOI 



01 rH 
H VO 
CO O 

fl fl 

fl- Ol 

a a 

-S 

CN 



CN 



- VO 

m vo vo co 

in fl cn r- 

rH fl< O CN 

fl vo fl« in 

n£ D j oj 

3 a < o 



oi in in oi 

in cn t- fl 

r- VD CN fl 

(M H * H 

co cn vo r- 

fl fl fl CN 

S S H 

< 3 < < 



CO CN CN H 

f H N VO 

CN > 01 Ol 

CO O O O 

O rH fl< fl< 

A* fl r- in 

%i as 



VO fl» fl w 

O fl" fl« 01 

co o m fl 

fl 1 fl 01 H 

fl 01 00 CO 

r-t fl O CN 

S S 3 s 



0 rH 

fl CO 

m cn 

01 CN 
VO CN 
Ol CN 

53 



01 CN 

00 VO 

h r- 

CO rH 

cr> vo 

I CO 



fl" fl 

in rH 

r> 

co co 

oi vo 

I CN 



fl VO 

i fl 

0 o 

fl" 01 

01 fl 

fl r- 

H H 

< < 











rt 


Of 


«4H 




01 






CD 




O 




U 






CM 






o 




XI 


OJ 


CO 


r< 




g 








in 










T) 




H 


CJ> 


0J 


rl 


rrj 


CD 






CD T3 




O 




XI 




0 


U C 




CD 


ng 


•H 
M 


xT 


jj 


C! m 


£ 


C 


-iH 


CJ 


crj 


H 


rci 


0 


O 


CO 


CO 






C 


ki 




•H 


OJ 


4-1 


CJ 


rd X! 


iM 


<D 




x» 


o 


CD 


JJ 




1H 








<D 


w o 


T3 


(TJ 


t 


OJ 


rrj 


5 


•H X> 


<U 




0 


CJ 


rH 


JJ 




TJ 


a 


CJ 


c 


3 


CD 


X) CD 



m co 

0 c 



XJ O 

•H XI " 



rH -H CO 3 

U 4-» 0) & 

X C TJ CD 1 

CD <D -H CO 

> JJ 

>, c: o a) 

rH -H OJ TJ 

X) rH *H _ 

rfl *J U 4J C 

u d ^ O CD 

a) a» d oj cn 

UH W S rH 

(1) OJ rH U OJ 

rl 0 3 XJ 



<D CO S 

cn vo 

OH 

JJ VO * 

C O oi 

•h a in 



I fl> o 

I Xi JJ " 

i ? 



a u i 

i to o i 

i o a> a> 1 

4J H r-t H C I 



rP 

i u 



5 



WO 01/22920 



1454 



PCT/US00/26524 



ro o 

r- r- 

ro rH 

ro <J\ 

35 



r- oi 
n rjt 



oo in 

in o\ 

CN o 

rH OJ 

ro <r 

M H 



ro 

H 

* < 

o r> vo co vo vo 

r- - o r> co vo r> 

r- oo ro oj ro in o 

cm o r- vo vo n i- 

r- *j< o i-H in tri r* 

m in n w o a 1 

H VO M rf H H 

< s <c a < < a 



in vo r- co cm t> oo 
r- o rn in en oo co 
mr-r-rooojr-oj 
r-cooDTj«Tjir-ooLO 



w rs H m n r- h 
o to ft ID H ri n * 

oinM^ininmN 

IfiCO'tf-tfvOVOCNCN 

r-(NininooooiH 

2 2<. J J ^ 



: < < 3 



rHaiVDl-COCOrOVO 

f\i(Noma)rioin 
coinwouoifo 



tfi CO 

© in 

h r- 

vo CM 

ro cm 

(N cm 



- - (M 
CM -tf 

tH r- o 
r- m 

OA < 

\is in 



O O 

< ro 



ro 






oi 




o 


in 




< 


r- 


vo 






ro 


r- 


CO 




CM 


o 


00 


o 


r- 


rO 


tn 


in 


o 


r-f 


oo 


co 




M 


r* 


in 


1 


ri! 


oi 



^ 00 l 

oo •> oo 1 

ro 00 ID i 

co o at i 

Cl O Oi 

H 10 M 1 

J CM H I 

< 0i < i 



00 m (N ID Ol 

co cm o r- 

in ro m ^ (N 

■0 1 t- in co cm 

O U) CO N CO 

Ifl M N 01 O 

<£ H H < H 

a 4 *< a *< 



CO o 
*f ro 

co r- 



co in 

in cm 

ro rH 

rH O 

VO 00 

C- ro 



ro O 

O V0 

r- ro 

co <T\ 

co OJ 

vo oo 

rH M 

< < 







« 


*M 14-1 






OJ 


0 o 






rH 








he 


in U 

rH 0J 




TJ 


3 


ro 01 Xt 




OJ 




OJ 




XI 




0 JJ TJ 


cn 


*H 


.0 


jj c c 


c 


rH 




•h rd 


•H 
CO 


0 
CO 


to 


H 

C it 


•rH 


CD 


4-1 


c <0 


rH Tl 


0 


QJ £ 


a 






U Cfl 4-J 


E 


0) 


(0 


3 -H O 


0 


O 


rH 




o 


en 


3 


QJ Xt 

ja <u 


to 

CD 


& 


E 

0 


* u 

U oo ft} 


TJ 


a) 


vw 


OJ oo 


•H 


0) 






JJ 




rH 


CJ H 


o 


0) 


id 


4J .. * 


a) 


TJ 


U 


a O a> 


i-t 


•H 


QJ 


•H Ja rs 


u 


U 


C 


ro 




0 


OJ 


> Q 


C 




01 C w 0 



W W m 

■rH O) H 



Q 














ffl 


•4-1 








Q 










at 


MH 




Q 










M 
















0 


*4H 






M 












0 


4H 


H 


















QJ 






QJ 




0 














ai 


QJ 




0 


a 








OJ 


o 








M 






Ch 








O 








u 


>s U 


vo 










u 


w 












XI 


QJ 


in 


r( 






w 


u 






0 


XI QJ 


o 


rH 










o 


vt-l 01 


<u 






i 








CM 


OJ 


Xt 


VW 


Ul 


OJ 






e 


TjS 


O 


Q) X) 


MH CO 


QJ 










4-J 










TJ 




rH 


01 
cu 




0 




JJ 










H 


OI _ 


° B 


JJ 








0 a 






QJ 


u 




OJ 






•o 




c! 






QJ 


n 


m qj 




QJ TJ 




rd 






rH 


ta -h 


OJ 




J3 


o 




XI 




0 


JJ 


c 


CO 


-H 


a 




XI 


0 


XI - 


0 


jj a 


CO -H 


QJ 






0 


CJ 






4J 






•H 


xT 


xJ 


d 


<n 


c 




tH 




JJ 




01 -H Xt 


JJ 




C 


rH 




JJ 


QJ 




01 






OJ 


c 


U 






•H 




o 




oi 






0) 


a u i 






•2 § 


01 




e 


-H ? 








-H 


U 


at 


rH 




tH 


•H 


§ 






e 


c 


-H U <o 


H 


(0 










JJ O 


to 




§ 


o 


10 


CO 






C 




JJ 


0 


to 




0 


0 


a to 






JJ O 


CO 




0 


o 




-H 








•H 


OJ 


*4-t 


c 


rd 


X! 


-rH 


X! 


-H 


H 


rH 




-H QJ IH 


C 


rd x: 


-«H XI 


-H 


H 


rH 




to CO 






VM 


QJ 


U 


•0 


0 


QJ 




JJ 


(0 


to 






MH 


OJ 


>H TJ 0 


OJ 


jj 


to to 


X» 




<4H 


aj 


O 


43 


+ 




u 








QJ 


to 




O 




xt 


+ 




u 




to 


w o 


0 


+ 


TJ 


rH 


Oi to 






XJ 


rU 


% 


OJ 


m 




•iH 


ii 


a u> 






TJ 


nj 


& CJ (0 




-H XI 


Pi tO 




CB 


ro 


OJ 


tu 


in 


OJ 




0 


u 


rH 


4J 








OJ 


OJ 


Rl 


1) 




O U rH 


JJ 




QJ 


OJ 


QJ 




OJ 3 






T3 


C 


u 


ci 


3 


a> 


Xt 


QJ 


<u 


3 


u 




TJ 


a 


U C 3 


QJ 


XI QJ 


4J 3 


IH 




TJ 


C 




CD 


0 


3 


0 




QJ 


E 


Xi 




tH 


Xi 


TJ 


4) 


0 


3 


0 


qj e 


rQ 


U 


Xi TJ 


OJ 


0 


3 


0 


4J -H 




jj 


rH 


*H 


(0 




l-i 






OJ 


jj 


-H 


x: 


JJ 


rH 


■H 


CO 3 rH 




- OJ 


JJ -H 




4J 


rH 


-H 


to 


■s 




U 


4J 


OJ 


& 


0 


rl 


tri" 






U 


? 




O 


JJ 


QJ O 1 0 


u 


O XJ 


to 






U 


JJ 


O QJ 






X 


c 


XI 


0) 


UH 


Q) 


00 


« 


0 


OJ 




rH 


X 


c 


TJ QJ 4H 


QJ 


Co 3 


O QJ 




rH 


X 


c 


M u 






QJ 


QJ 


-H 


CO 




m vo 




4-» 


u 




m 


QJ 


QJ 


•H W 


01 


vo 


JJ H 


TJ 


IT) 


QJ 


QJ 




1 




> 


4J 




rH 


OJ 


H 










& 




> 


JJ rH 


QJ 


rH - 




C 


& 




> 


T5 Q> 




& 




0 


OJ 




jj 




ro 


TJ 


cu 


m 




0 QJ ttj 


JJ 


•■ O 


TJ QJ 


(0 




>i G 


c n 




OJ 


(— i 




OJ Tl 




a 




r- 


£ 


TJ 




OJ 


rH 


•rl 


QJ TJ JH 


a 


O fM 


C TJ 




OJ 


rH 




O H 










iH 


•H 


OJ 




g 


CN 


0 


•H 






XI 




rH tH CJ 


■H 


» o 


0 n 






XI 






to 


u 


(0 


JJ 


U 


JJ 


c 






rH 


CU JJ 


a\ 


M 


(0 


JJ 


u jj si 




rH 


Cu *-» 


O 


rl 


<d 


JJ 


to 0 


00 


0 


>H 


c 


3 


0 


QJ 


>, a 




to 


0 


to 


0 


)H 


c 


3 0 CJ 




a 


to 0 


o\ 


0 


rH 




OJ QJ 


vo 




OJ 


QJ 




OJ 


Dl 


d 


H 


0 


QJ 


0) 


vo 




OJ 


OJ 


CJ QJ 01 


c 


M 0 


OJ QJ 


VO 




OJ 


QJ 


U r-i 




n 


VM 


tn 


& 


rH 


(0 




JJ 


iH 




rH 


c 


iu 


CO 




m 


JJ 


)H rH 


rH 


c 


VM 


to 


U U 






QJ 


QJ 


i-t 


U 






o 




U 


u 




(a 


OJ 


QJ 


rH tj CJ 




a 


rl U 






OJ 


QJ 


O 3 


o 




U 


u 


O 


3 




to 


pa 


in 


0 


3 


O JC 


V4 


U 


O 3 XJ 


DO 


W in 


0 3 


g 




u 


V4 


O tS 




4-1 


04 




C 


jJ 


•H 


w 


rH 


U 


c 




JJ 


a 


Qi Oi C JJ 


-H 


W H 


U R 




JJ 




a 



WO 01/22920 



1455 



PCT/US00/26524 




rOCNVOtMChCNUJ^in 

avTrvoincoeo^rvDoo 
mr-r>r>corHr-oin 



- - 

O CO U"> 

O M 

o h in 

O VO VO 

(j r> vo 

< 2 M 



VO CM r-l CO 

r> vd vo 

cn en o in 

* O O (Tt 

ID H Ol ri 

VO "* T)< 

^ a s a 



<N H CN ^ 

m h oo o 

m H (O (N 

^ 1> ifl n 

m in w 

m ffi ^ vo 

H H M M 



in h vo r> 

in n tN oo 

h vd *r r- 

* ^ T in 

H CD (7\ m 

o a\ rH m 

5 <S 3 m 

< 3 < < 



rl f) d H 

H en m vo od 

oa in oi o ro 

cn to vo H ^* 

VD O 00 rH VD 

n vo in cti oo 





fd 


«t-i 






Q 












(0 








a 












m 








Q 








0 4-t 






H 














<4H IH 






H 














VM VU 






M 








<u 


o 














QJ 




<D 


O 0 














cu 




cu 


0 0 
















CJ 






o 








n 










o 








in 






n >h 






a 






i 


<u 








Da 


U 










O 


H M 






pq 


u 






0 




QJ 






w 


rH 






X! 


VO 0) 


x> 




CO 


a> 






1 






M CU 






W 


o 






E 




« 


0> Q) 




m 


CO 


0) 




TJ 


3 


h oi 




o 


4J 








TJ 


f 


CO 01 & 


0 




AJ 








TJ 




in 01J3 


0 




AJ 










TJ 




a 








M 


(d QJ 




OJ 






ft 


<d 






U 


tti CU 




QJ 






c 


fd 




XI 




0 j-> 


C 


to 


-H 


d) 




Xi 


O 






O 4J 


T> 


to 


•H 








0 






O AJ 




CO 


-H 


QJ 




a> -h 


XI 


*J d 


03 


d 




in 




AJ 




Dl H 


A 


-U C 


C 


d 








AJ 




01 -H 




■P c! 




C 




u 




a rH 


t 


-H 




o 




CU 






d) 


c u 




-H 


id 


0 




01 






aj 


C H 


nj 


-•H 


*d 


0 


§ 


01 




-H o 


<d 


H 


fd 


-H 








d 


■H U 


(0 


H 




•H 








§ 




■H U 


rH 




-H 








to tl) 




C 




AJ 




to 




8 


0 


to to 




c 


RJ 


4J 


0 


to 






o 


to to 




P 


<d 


AJ 


o 


m 


^< 


■H C) 


4-J 


d a> 




-H 




•H 




u 




•H (U 




C (TJ 




-H 




*iH 


H 






•H <U 


MH 


cJ (d 




-H 




-H 


H 


*H TJ 


0 


QJ 




to 


to 






VH 


CD 


H TJ 


O 


0J 




to 


ta 






MH 


0) 


U TJ 


0 


QJ 


X! 


to 


to 










a to 


O 


O 




X) 


+ 




U 


& 




cu to 


AJ 


o 




X> 


+ 




^ 






cu ta 


AJ 


0 




X) 


+ 


g <U 


<fl 


3 -H 


X) 


CU 


to 






TJ 


id 




(d 


S -H 


0 


a to 






TJ 


(d 




rd 


3 -H 


0 


a. 


to 






0 u 


rH 


aj 






at 






0) 




o u 


rH 


4-» 


JQ 




cu 


a> 


at 


OJ 




0 u 


i-H 


AJ 


ja 




OJ 


cu 


cd 


u d 




cu 


<u 






Vh 




TJ 


c 


U C 




V A 




a 


P 


u 




TJ 


p: 


o d 


P 


CU X) 




a> 


p 


)H 






I 


X3 


u 


& 


■s 


<U 


o 




0 


o 


1 




1) 




TJ 




0 


P 


o 


CJ 


rm 


.a 


o 




TJ 


CU 


o 


to p 




CO 


AJ 


•H 




4J 


rH 


•H 


10 p 






Vl 




•H 




AJ 


rH 


•H 


s & 




Jn 


A> 


■H 


43 


AJ 


0) & 


0 


rH rH 






(0 


f 




O 


4J 


<u & 


0 


M eg 


aj 




to 


i 




Si 


AJ 




0 


U m 






to 


3 




TJ Q) 


4H 


CU 0\ 


i 


0 


<U 




H 




c 


TJ O 


4H 


CU c\ 




0 


tu 




rH 




C! 


TJ CJ 


«4H 


OJ cn 


« 


o 


QJ 




rH 


•H W 




O vo 




AJ 


rH 


TJ 


rd 


U 


0) 


•iH 01 




01 




u 


H 




CO 






•H tO 




0> vo 




AJ 


U 


TJ 


rd 


AJ 


rH 


0) rH 








d 


& 




> 




rH 


4) rH 














> 


AJ 


rH 


CU H 








d 


& 


O O 




AJ " 


vo 


TJ 


a) 


aj 


>< 




o <u 


id 


4J .. 




TJ 


QJ 


id 


& 




0 CU 


m 


AJ " 




TJ 


QJ 


id 


OJ 


CU TJ 


u 


c 2 


r> 


a 


TJ 






rH 


-H 


<U TJ 


u 


c o 


in 


a 


TJ 




a> 


rH 


-H 


QJ TJ 


Jh 


c o 


r- 


C 


T3 




.-H -H 


a) 


■H 


vo 


o 


-H 






X» 




rH H 


cu 


•H B 




0 


•H 










rH -H 


tu 


-h a 


o 


O 


-H 






U AJ 


C 




r-t 


CL AJ 


rH 


M 




iJ 


O xi 






CO 


a aj 


o» 


n 


<tt 


AJ 


U AJ 


c 


S Q 


vo 




m 


}H 


3 O 


cu 


5s Q 




to 


0 


CPi 


o 


U 


s: 


P 0 


D 


N Q 




to 


0 




0 


U 


c 


P 0 


<u 




to 


O 


m 


0 


&J! 

rH U 


mew 


0 


QJ 


0) 


vo 




<u 


V 




0> 


C H 


o 


cu 


CU 


VD 




(I) 


a) 


& " 

rH O 


01 


C M 


0 


eu 


a> 


VD 






ftf 


AJ 




rH 


rH 


c 


*M 


to 


&rH 




nJ 




u 


r-t 


rH 


c 


vw 


to 




•o 


AJ 




i-H 


rH 


d 


<u 


a 










id 


aj 


o 


rH U 


CD 


a 




u 


u 




<d 


4) 


QJ 


0) 






h 


U 






o p 




W w 


in 


O 






X3 


u 


rt 


O P 




to W 


in 


0 


p 


i 


Xi 




)H 


O P 


JZ 


to W 


in 


0 


P 


o x: 


a d 


AJ 


•H CO 


r-t 


u 


3 


s 


4J 




a. a c 




■H CO 


rH 


u 






AJ 


fli 




a c 


AJ 


-H CO 


rH 


U 




3 


AJ 



WO 01/22920 



1456 



PCT/USOO/26524 



r> vo co 
cn vo cn 

*t> CD 



H iH C\ 

CN O VO 

a> <Tt vo 

ro H O 

v in oi 

(N n O 

339 

00 O I"- rH 

^ H r* N 

H H 00 a\ 

u> in m co 
* o t «> 
O -J o o 

a ^ ^ a 



r> vo h o 

VD CO VO CN 

H <D m (Ti 

(*1 (*) H CO 

^ ^ H W 

<f N O O 



i vo cn m i 

i n oo i 

N (N OJ 1 

; u> in Q i 



On H I 

o r- i 

o ( 

o o i 



in cn in in 

CN <J\ -HO 

in «j r- tn vo 

vo co in co cn 

us vc cn h o 

h r- m «f rl 

S H h 3 U 

< < ffi rtl 



m rf U ^ U J 
■ cn <£ - < fit, fit, < 



cn r- 

yo 

{M o 

o o 

< < 



rH n 1*1 O 



r- m cn co 

<n o ui io h 

U) <T\ r- *f rr i 

n vo co h cn < 

cn co oo in co < 

m H H H I 

<f m 2 2 3 < 

3 < 4 < < < 



cn o vo m co 

i*nc o in » 

ID 0\ VO <*1 \0 l 

in m i/i cn in i 

VD CN H H VO I 

w h <n r- h i 



-2 -S 



o in o 

f co cn o < 
tn U) U i 



M ^ H O CD H Ol 



H Ol 

<C CN O 

i co in 

i - in o 

i o ^ o 

■ m vo o 

• s - - 



o cn i 

VD VO l 
iH t 
f-t O < 

o o < 

22: 



t* 1 I s lO H 

. ^ ^* o r- 



ic o h n 

r- in h oo 

co r> vo cn 

I s oo v rt 

cn o o 

bg o o 



i o r* 

\ Cft 0\ VO I 

I ^ Tf O I 

I O VD O < 

l co U I 

: a 3 < i 



cn r- 
u> o 

Ua O 



Tj* Tj< *J1 

CN CO O 

vo r» o 
cn r- u 
o p < 

< - - 

- cn cn 

^* o o 

in m o 

CN o o 

VD O O 

sa . . 

cn 

- - CO CN 

t cn vo on 

> O n fli 
1 (N o o 
1 o o o 

'HUU 

> o < <: 



(N U) CO 

h n oo 

in in u> < 

ID N O l 
MOO' 

O O O I 

pi u o» < 

< <c < « 



r> ro cn 

cn cn cn 

vo o ro 

cn vd cn 

^ o <n 

O O CN 



as 



cn m cn 

co co m 

o o o 

n o cn 

o o o 

o o o 

u c* y 

< < < 



r- in 

H CN 
o CN 
VD O 

° y 

r 



r> r0 

in r- 

cn o 

co o 

cn <j 



vo r- o o ■* 

cn cn in r- 

o h in cn h 

in cn \o cn cn 

m vo m vo cn 

io r* h oo , 

H < S M i 

< < < < 3 . 



i cn r- © i 

I 00 VO CO i 

) [*"* O f> ( 

r* I s - r*- h cn o 

in h r> ^ cn oo 

f> <n vo i-h cn o 



< < < 



S3 



o - 

cn o 

CO CN 

in co 

o n 

U* oo 

ft N 



co t> 

- - r- tj* 

^ cn vo r-t 

in o n cn 

o in o cn 

r* o o 

cn U H 

n S < < 



^ vo cn h in 

h o co m n 

m cn vo H 

in r- o n vo 

o o o o o 

o o o o o 



O o 
cn r- 
o vo 



vo in 

r- m 

r» cn 
o 



in r- 
co 

m vo 



oo vo 

VO CN 

in 







CO 


of 




ID 












(C 




MH 




ID 












0J 


<U 




0 










OJ 




OJ 


o 


0 












OJ 








cn 




o 








U 


>1 rH 








a 














XI <U 


in 


u 


w 








0 


Xl 


OJ 


VD 


H 




w 








o 




i 




CN 


OJ 


*H CO 


OJ 






£ 




1 


CO 


0) 






OJ 






£ 






-OS 




cn 


0 a 


JJ 








•o 




[- 


01X1 


0 


4J 
















OJ TJ 




CO 




OJ 


u 


CD QJ 






aj 




c 


cd 




OJ 


X! 


O 


XI - 


O 


4J C 


M -H 


OJ 






0 


X 




0 


jj 




01 -H 


OJ 




XJ 


o 


4J 


Cn-H 


-U 




C 


U 




JJ 




01 -H 


A 


JJ 


c 






u 




JJ 






cu C 


)-l 1 




•H 


0 5 


tn 






OJ 


C »H 






•H 


ft) 


o d 


01 






OJ 


E 


C *H 


u n) 


H 


n» 


-h 5 






E 


c 


-H O 


rrj 


H 






•H ? 






E 


d 




0 u 


to 




c: 


JJ o 


D) 




o 


0 


CO CO 






a 


m 


JJ O 


to 




o 


o 


S 


•H 


a) 


fi 


dJ XJ 




•H 


H 


n 




•H OJ 


UH 


P! 


a) 




-H XJ 


-H 


iH 


u 






0) M 


T3 0 


OJ 


*j 


CD It) 






»w 


OJ 


U T3 


0 


<U 




X! 


(0 CD 






U-l 


OJ 








OJ 


co O 


o 


Xt 


+ 




M 






4> 


CO 


JJ 


0 


X) 


+ 




M 


-a 




oj rd 




H A 


a « 






•« 


nj 


6 oj 


(C 


? 


•H 


0 


a to 






TJ 


rd 


0) 


O 


U iH 


4-» 




OJ 


OJ 


m 


OJ 




0 u 


rH 


JJ 




A 


<L> 


OJ 




QJ 






c u 


C 3 


OJ 


A OJ 


OJ 3 


u 






n 


u c 




OJ 


X) 




OJ 3 


u 




TJ 


d 


3 


o 


OJ £ 


x> 




T3 


OJ 


0 


? 


o 


a) 




A 




OJ 




o 


0 


3 


o 




-H (0 


& 0 




^ OJ 


4J -H 




4J 


rH 


•H 


to 3 








rH 


JJ -H 




jj 


rH 


*H 


u 


4-> <U 


M 


A 


to 






u 


JJ 


OJ & 


0 


U 


in 


OJ 


to 






U 


JJ 


X 


C T» 


OJ «H 


OJ 


cn S 


O OJ 




fH 


X 


c 


TJ OJ 


*w 


OJ 


cn 


« 


O OJ 






X 


d 


4) 


<U *H 


CO 


FT) VD 


4J 


T3 


ctf 


OJ 


oj 


-H W 




01 vo 




JJ U 


TJ 


nj 


OJ 


OJ 




> ^> 


(-1 


OJ 


i-i - 




Pi 






> 


JJ 


(H 


OJ 


rH 






d 


qu 




> 


>i 


C 0 


aj co 


4J 


■ ■ ro 


•O OJ 


(0 


& 




0 OJ 


(0 


JJ 






T) OJ 


cd 


>. 


d 




*H OJ 


T» ^1 


C 


2 ^ 






OJ 


rH 


■H 


OJ TI 


rH 


P! 


§ 


o 


d TJ 




OJ 


rH 


-H 


ja 


(H 


•H OJ 


•H 


S ^ 


O -H 






JQ 




rH -H 


QJ 


-H 




o 


0 -H 






X) 




CO 










PU AJ 


*r 




CO 


JJ 


U u 


C 






00 


CLi JJ 


in 


u 


CD 


JJ 






O OJ 


>, a 


to 0 


cn 


0 


U 




3 0 


OJ 


>sO 




CO 0 


cn 


o 


u 


d 


OJ 




o> cn 




M 0 


OJ OJ 


vo 




OJ 


OJ 


rH U 


01 


C 


H 


o 


QJ QJ 


vo 




CU 


OJ 


U-l 


s & 


r-i 


rcJ 


4-1 


U rH 


H 


C! 


vu 


(0 




fC- 




JJ 


U rH 


H 


d 


«*H 


to 


0) 


<U rH 


U OJ 




a 


M U 




at 


OJ 


OJ 


aj 




a 




U O 




al 


OJ 


QJ 


l-l 


)-l 0 


3 x: 


CO 


w in 


O 3 


O 






VJ 


O 3 


ja 


co 


w 


in 


0 3 


6 


X{ 


V-t 


u 


ft 


0« ft d 


•H 


W H 


U C 


2! 






a & a 


jj 


-H 


CO 


H 


u d 




JJ 


fX 





WO 01/22920 



1457 



PCT/US00/26524 





< 










<: 




rH 




vo 


CN 


r- 


r- 






GO 




m 


VO 










vo 


in 


in 


o\ 


(N 




o 


CM 


in 


H 


c- 


■tf 


OI 




rO 


r- 


m 


O 


o 


o 


O 


o 


o 


o 


o 


in 


o 


o 


O 


o 


in 


o 




o 




U 




o 


o 






o 


< 




< 


<: 


o 


a 



































O ^ 

in o 

o r- 



in in ^ 

cn CD r- 

CO VO 

i-i r- in 

cn o o 

i-t o o 

J u u 

3 < rf: 



CN iJ 
- !D * < - 
iH O rH ' 

t-f ~ in - co 

O CTi i-* CTi LO 
u> U) « VO VO 

o o o in o 

o in o oi o 

U O U <f U 

< o <t o < 

a.- 



oo n >f 

*3< r- 
nod 

cr> r- LD 

O O O 

o o o 

y y y 

<C < < 



m oo h 

f OJ CM 

N VO h 

O OV CN 

00 O CN 

_ O t-H O 



i-l o 



cn r- 

m o 

*r o 

co U 



- VO 
H VO 
M *F 

o o 
o o 

° y 

- o < - 

^ Oi 00 

■> < - in 

a r- m 

•k kin in 

o in o 

(N o o 
moy 

in o < 
o ft 

o < - 

U CD 
< .00 

H ^ 

- h in 
o in o 
in vo o 
m o U 
co o 



o cn vo i/i vo o 

*f cn co vd m 

CO HI O 1 1 I s ov 

H in in o ca * 

CN O ro O oj O 

O O O CN rH O 

— - fa fa u 



n o o r- o> h 

o r- o o *r vo 

VD U) f) CO rl OV 

H in oj ro vo 

cn o o oj o o 

H o o o o o 

1 u u 



CTt VO 

in oj 
o oo 



CN CN 

rHHrHO - W -CO 

^oinNcn^Hin 

OOOOtNrOrHO 

ooootsiHino 
a; < < 3 M 



in vo 
oo 
o vo 

O rj< 

o o 
o o 

as 



H h rt 

id in id 
•* o vo 
in in <*> 
moo 
o o o 

ass 



oin<foo(TioricortO 
vocninr-chi>oitnoin 

rHOOVOOOICNOOO 

cdooohooooo 



03 rH 

in r- 

in o 

o in 

o o 

o o 

SiS 



H OJ 
V CN 

ss 



o ^ oi in H vo o 

in iH m r-i ct\ o u< 

in o vo rH ^ vo r» 

t> o\ in oo *r o in 

O i-l o o o o o 

CN O O O O O O 

fa u u cj u u u 

<C ril < < < < 



t> C\ oJ ■ 

o> r> r> 

m vo m 

o oi o 

o o o 



vo vo vo O VO 0*1 

• VO OV N O O H d 

VO VO N O N rl 00 

i ,h p- r- vo in o o 

, ro H o o o o o 

i o o o o ~ 



cn oi 

o H 

vo r- 

oo o 

o oi 

n o 

53 



in m 
o vo 
m o 

33 













Q 

M 








cj 


M-l 
0 


4-1 

0 


















o 






XI 


0 


*r 


u 




pa 


rl 








o 






tn 


(U 




TJ 




in 




0 




JJ 




03 CD 










c 






Xi 




0 




CO 


•H 


QJ 




Cn -h 


X? 


jj 


C! C 


ti 




»N| 




c u 






-H OJ 


0 




01 




•H U 


rtt 


H 




•H 








to OI 






C a) 


JJ 


0 


CO 




-H CJ 


4H 










•H 






0 






to 


ta 










0) 


CO JJ 


o 






+ 


E OJ 


m 




-H 0 


a 


[Q 






0 u 


rH 


JJ 


x> 




4) 


a) 




o c 




<U 




a> 


3 


M 




o 




£1 


OJ 






a) 


0 


«> 3. 


E 




- u 


jU 




J3 


JJ 



£ n 0) vm cn oj 
TJ S in cn Xt 0 jj 



Xi - 
oi-h xi 

C Vj i 



V* vo 0) 
4) OV £ 
0>vo 3 



0 QJ 

oj -d 

rH -H 



a) • 



out: 



3 0 

HUH) 
0 



jj u t) ta 

i fj TJ 0) 

I 0 "H - 

> a. jj vo U 

CD 0 O 0 

> <y a> vo 

> U rH H C 

j-i y •• «j 

v o 3 o X! 

i o d S jj 



CJ 3 



d) 0) -H 0) 

> JJ rH 

>s C 0 V 0J 

H -H CD TJ U 

XI H-H OJ 

nj jj u jj C 

U C 3 0 <U 

4) CD C OJ 01 
4-1 ta >. rH 

Q) O rH U OJ 

rl H O 3 X3 

a, a a a jj 



a to jj 

3 -h o 

jj xi 

(jj J3 

Xt QJ 

- U 

U > 0) 

OJ OI XJ 

Dl vo S 
OJ rH 



OJ 



jj b to ^ 

*H X! -H H 
10 CO 
0 XI 



.C TJ CD 

JJ-H X! 

tn 3 

O OJ rH 



& 

V 



in 

P 

C H O 

a 

to W m 

■H CO rH 



o< y I s 

o o cn 

_ OJ 4) vo 

JJ JH r— I H C 

U V » 

0 3 O X 

u b a ■ 



WO 01/22920 



1458 



PCT/US00/26524 



in r*) 
m 

O rH 

o vo 

r- o 

r* o 

h o 

< < 



m o 
W 55 







rd 




a 












rd 










a 








rs 










Q 










M-r iw 


H 
















4-1 






H 


















H 








0) 


cu 


O 0 










qj 




cu 


O 


O 












cu 


o 


o 


0 














Vh 






a 








SH 




N n 










o 






Jh 












a 








0 


xi a> 


oo Jh 


w 


rJ 










Xi 0) 


in 


u 






pa 






8 


XI <u 




Jh 




H-t 


w 


Jh 






E 






UJ CO 


CU 






i 






r» 


Q) 






to 


Q> 






-d« 


tN 


CU 




01 


4> 










in tn xi 


0 


JJ 










«S 


rH 


0>XI 


O 




JJ 








VO 


o> XI 


0 




jj 






U 


ttj CU 


0) 


d 


rd 




a) 


u 


rd 


0) 




0) 






d 


rd 


cu 


n 


rd CU 




Q) 






d 


rd 




x: 


o 


XI - 


O iJ Tj 


CO -H 


a 




Xi 


0 




Xt * 


O 


JJ 


■a 


CO 


•H 


a> 


X! 


o 


XI *> 


0 


JJ 




to 


-H 


d) 




JJ 




g>3 * 


jj d d 








JJ 




Di -h X| 


jj 


d 




d 




u 


jj 




Ol-H Xt 


JJ 


d 




d 




Jh 






<u 


d Jh i 


-H rtf 


Is 


o> 






a> 


c 


M i 






rd 


0 




Ol 




s 


d ^ ' 




•H 


rd 


0 


B 


01 




E 


d 


•H U rfl 


iH 








B 


a 


-H 


u rd 


H 






-H 




E 




•Hum 


H 






■H 






0 


o 


03 (0 


C «J 


JJ o 


to 




0 


0 


CO 


CO 




d 


rd 


JJ 


0 


to ^ 


0 


o 


to to 




d 


rd 


JJ 




(0 




1-1 




-h cu m 


d rd 


-H XJ 


■H 


rH 


Jh 




•H 




d 


id 




-H 


A 


•H rH 


u 




•H CD 4H 


d 


rd 




•H 




-H 


H 


MH 


(D 


u -a 0 


<D XI 


CO to 






«w 


QJ 


>H 


tj o 


V 




X! 


CO 


CO 




iw 


cu 


rJ TJ O 


cu 




xi 


to 


to 








>H 


a 


d> to jj 


0 


X) 


+ 




u 








to 


JJ 


O 




X) + 




rl 


& <u <d 


cu 


to 


jj 


o 




XI 


+ 


TJ 


rd 


6 cu rd 




a m 






TJ 


rd 


1 


a a 


% 


-r-t 


O 


ft to 


cu at 


TJ 


tt> 


3 


-H 


0 


ft 


tn 






CU 




O U rH 




<u 


QJ 


rd 


QJ 






U rH 


jj 




XI 




a) 


QJ 




0 O rH 


JJ 




x> 


cu 


ft] 


QJ 


rd 


t) 


c 


U d 3 




0) 3 


u 




TJ 


d 


U 


C 3 


<D 


x> 




<L> 


3 


u 


Tl 


d 


u d 3 


cu 


X) 




3 


Jh 




3 


o 


a) E 


Xt 4> 


XJ TJ 


QJ 


0 


3 


0 










(U 


X! 


XI 


cu 0 


3 


0 


cu e 


x» 




V 


XJ 


Tl 


cu 


O 




•H 


to 3 H 


- U 


JJ -H 


X 


JJ 


rH 


•H 


CO 






V-l 


JJ 


-H 


i u 


rH 


-H 


Ul 3 )H 
CU & 0 






M 


Jj 


-H 


i 


JJ 


U 


JJ 


<u a 1 o 


U oo tt) 


to 






u 


JJ 


<u 


D 1 0 




OA 


cu 




CO 




U 


JJ 


u 


o 


CU 




CO 








d 


x> a) w 


<D cn XI 


O CU 




rH 


X 


d 


T> 


a 4h 


D 


at 


43 


O 


V 


rH 




d 


TJ CU »W 


cu 


o 


XJ 


o 


CU 


Tl 


r-t 


o 


a 


•H CO 




■U U 


T3 


rd 


1) 


a) 


-H 


(0 


01 


V£) 


3 


JJ 




U ra 

S fcr 


cu 




-■H to 


Oi 


? 


JJ 


u 






t> 


JJ rH 


1) H 




a 


& 






JJ 


rH 


<U 


H 










> 


JJ rH 


cu 


rH 








d 


& 




O CO (0 




t) CU 


rd 


>t 


& 


0 


a td 


JJ 






TJ 


0> 


>, d 


0 CU rd 


JJ 






Tt 


V 


rd 




rH 


■H 


<U TJ J-t 


COM 


C T3 




<u 


rH 




a> 




d 


2 


oT 


d 




CU 




•H 


CU T) Jh 


d 


O 


CO 


C TJ 




CU 


Xt 




rH -H <D 


■h a ^ 


O -H 










rH 


-H fl) 


-H 




00 


0 


*H 




XJ 




rH -H ft) 


-H 




ro 


O 


•H 






rd 


JJ 


out! 


Ul 


ft jj 


CD 






JJ 


o 


jj d 






rH 


ft jj 


OA V4 


ns 


U 


U JJ d 






KD 


ft JJ 


o 


u 


l-i 


C 


3 O fl> 




co O 


ca 


0 




d 


3 


o cu 


>i 


Q 




in 


0 


a> o 


M 


d 


3 0 4> 






to 

CU 


□ 


o 


0 


<D 


Q> 


d cu tn d h o 


V <L) 


vo 




0) 


a) 




<U t7> d 


H 


o 


cu 


a> 




a> 




QJ 01 
H U V 


c 


M 


0 


cu 


r> 




4H 


to 


SrH 


ft) JJ 


H rH 


rH 


d 


m 


to 


& 


rH 


rd 




JJ 


u 




rH d 




01 


rd 




JJ 


u 




rH 


d 


<D 


0) 


rH o a> 


o 


H t> 




n) 




QJ 


rH 


U <D 








u 


u 


•• rd 




1) 




s 




h 


u 




rd 


)h| 


n 


O 3 X! 


to W m 


0 3 




X! 




M 


0 


3 XJ 


CO 


s 


in 


O 




2 ^ 


^ 


rJ 


0 3 X! 


to 




in 


O 


3 


s 


XJ 


CL 


ft ft d jj 


•H W rH 


O C 


8 


JJ 




ft ft d jj 


-H 


CO 




u 


d 


a JJ 




ft 


ft d jj 


•rH 


CO 


rH 


u 






JJ 



WO 01/22920 



1459 



PCTYUS00/26524 



o o 

in *J< 

n o 



C\ H 
VO CM 



in 

rointnri!r~(Nf r ior*-ir>r-cNVOM>o(Nrnr , »inoa>r'00(r» 
r- io ro ^rHVocricnMr*n«)0\[-(r»na>Hor-Hvt>a\ 
o\ \o tTH >r-u)i/icoHW<Tir^ooroonJ\(j\uioD(Nin(^ 
u>^iDr-<o^ocoo«>ocr>cor-*ocrtcN ^rovovoooeo 

H 

c^Hcotncoujoci^'Oo^fN'i'Hfsr^^cnr-aDioovDcnm 
comninr)^Hinotou)OHU)uio^u>U)mHcocoiN 

■»tino)a)^jtTi"r-OrHmiftrjrnr>frtrjvoo>H(Nin<noDU) 

(Hr-t(T»nO(rir-TCO«)OVOff»HrOVDm<HrHr-0>\Oa>«> 

inriHhwow^hmrHomHnwomih^Hnrim 
«nn«(or9ui(NU)U)u>(fittiu)ui(DOin«oD<nu)HU) 

SHrfHHMMMHMMMHHMMSMMMMHSM 



HninWOrlrlWOm^COWiHTfCOOffll/tHMfCDO 

oio\cooor-noHO)rnroin«ina\(NO\t^(DVD^j«rocoo 

M<MrfMSSSHHMMHMMMHHHHHH<S 



I oo a) « 
vi> oi £> 
V 

0 JJ T3 
ij C d 



C "H U <B H 



to 



■OH . 

§ g 

& o 



§ 01 

. O (II f 

-H 43 -H H 
£ W 01 

U O 43 + 

o am 

.a a) qj m 

o ^ n 

OJ 13 (U O 



J3 - 0 JJ 

to m c 
•h a) *m c m 



a 

w u 

1 O JJ 

c m 

3 (0 -H flj 



01 



ft 



o a> 



'5 g 

1 U O Cl T 

-H "H H 
00 (0 



(D CO JJ O J3 + 



(0 S -H - 

r-t 4J X) 

3 <D 43 

E .Q 0) 

O H tN Q) 

• <U O XJ 



"§ jj u 



U-l CD >, 

It (J H 

)H H O 

ft a a 



0) <tf u - - 
TJ )h d o in 

-H 0)-H S! m 

o <u >.o 

Dl C H 



O H 

a jj . 
a> o 1 



_ _ a 

3 W W m 

C 4J *H W H 



U ^ H H C 



H-H O 3 

o 4J <y o 1 
X c x) m 

(D tl -H 01 

> iJ H HI H 

>, G O eg nJ jj *■ - 

H-HIDTJIJflOin 
43 rH -H 0) -H » ^ 

4J O 4J C in 
U d 3 0 <D SO 
tUCUCtUOlGHO 
4-1 00 S rH <fl 4-1 

1) VH u u O 
KM0343tnWm 
Qt ft ft t! iJ H W H 



ft CO 

<U 4) nj 

QJ 3 H 

£ T) 1) O 

4J -H 43 JJ 

to ? 

0 4) <H 

JJ U Tl (fl 

TJ <U S & 

g tj <u 

O -H - 

ft y pi u 

to O o 0 

0) a) r> 

U ifl 

O 3 O ,C 

O C 2 jj 



WO 01/22920 



1460 



PCTYUS00/26524 



o in 

Cfi CO ■» 

in r- o 

n ri H 

in in m 

O H H 

<C < cn 



h f> cowososm^nrnoHNootnNUih n o vo r- r- in in cn 

^•o .oiooom^HiNtNWMMmcowin - m io n co n in - ld r- vo 
\owr*'*oirivo<*'rnrHajo>coininiHr-ooroTj'OVDr-wt^f^tnf>)0(r» 

\DOiinoooooovo\oinro^ < inoor-t-r*'r*' HvoTj , Lnr>cocnincooa)in*j < 
<TtrHrvivDowa>o)invoincr»r-o^i<ou)cria)TfHf-tvDLncNiocnooArj 

HSOlHSMMHWMMHHSMSHHMtn2SHHH2t^3HH 



VO CO VD 

P- VD CN 

O VO <Ti 

t- CTl rH 

M X ^ 

in in h 



vo vo 

m a) 
co cr> 



vo r> 

oo cn 

co m 

ro o 

o 2 i 

rH < 

2 



I U\ rl N 
I .(HMO 
CO (N CD H 
LA m O O 

i on m co cn 
i vo co co 



CO «^ 

m cn 

vo rn 

n in 



i tH in r- 

m m h 

t ro Tf" r> 

i c- cn cn 

i vo m r> 

i in n in 



T H 

n cn 
at 



N ^ V 

n r> ro 

HI/IN 

oo co cn 

VO CM 0\ 

in co r> 



co *r 

m o 

H in i 

O CN I 

O CO I 

CO CN ■ 



CN HI O CN 

in cn m vo 

I o o CN co 

i O O W Crt 

VO M IN ff^ 

i m vo H vo 

I H M 3 H 

: <C <t < < 



o 

ro co 
in m 



(O ri O 

CT\ CN T}< 

cn r- cn 

I O N 

i r> cm o 

! ^ cn oo 



in co 
o vo 

co in 



vo vo n 

a> <n h 

r> cn cn 

VO CN H 

VO CN H 



n tj* h 

c- r> m 

vo cn r> 

in vo co 

H H <N 

< < CO 



CM 00 

? 5 m 
< < N 



co ro in 

o oi m 

^ r- h 

cn cn cn 

rO Oi 

vo th r> 

H 2 H 

rf; < < 



vo r- 
a\ co 
vo in 



tr cn M r- vo 

o cn m CN 

vo tj* cn oo o 

in CN rH rH fO 

in f> co in 

cn o h in 

h m 2 2 h 



CN - 

CO vo 

vo r- 



co r- 

00 «T 

vo in 

^ vo 
n 

< 2 



vo cn in cn vo h 

o o ^ m rl UJ 

n cn r* o co cn 

o r> vo f> co co 

h cn o cn in vo 

iH VO tt* VO C- CN 

J M 2 H M 2 

3 4 <d < 



0\ Ifl M H O (ft 

^ H in CN vo t*. 

r» r> o vo in 

<<r co oo cn vo cn 

vo *r cn co 

in h co ^ o vo 

H 2 < M J M 

< ice a < 3 < 



(NoalmlnnH^} | nnHHonHOH^010onra^H^ooo(^J^voH^cocOl(l 
c^ovoco^ort^HHO^^NHcoO(*l^^^co51l/l^'^coorJnr•caco(N^oooo^ 
r^voojH^ft*i ,, oo\<*iv(i>^'jco*N(rirvo^hHOj^Hini«^o , iW"fi\oHin 
riiNOrth(7vnH^hvococoriraHmooHoo>r)'^o(nc^mncontNnH^vo 
*cofgcoa}coHU1^vo^co^c^c^lnooJC^l^lc^mvD^^oo(NU)^cnrtOl^o(N( , ^ 
PtovDovoHicHnin^movvoiNHvDinHni'fO'finoHMMioi'^fflcoffiri 

M2H2M2M2HHWW2MHH2HM2HHHHH2 2. M MHHMHMMH 



WO 01/22920 



1461 



PCT/US00/26524 



\S3 O 

m oi 



O H it (Ti 



00 o 

in ci 
cr\ ci 



i n r* oi - 
(N h oo m 



rH O H CO 



* m ffl n 

- rH CN H m 

rO I/I O H O 

cn -<t< m O - W 

H w rt In oi 

< (N H rfj rH - 



i mji h in 



Ol h (N 1X1 CD 00 

in - oo in 

co in oi m 

CO £T» m U) 

n <f cd o 
O Cl Q 



vo vo vo 

. U) tn o\ id - 

i oi oi <r 10 r- 

1 P Ol O N U) 

» r-t O Cl O 

- < o o ci 



o h vo in 

ci o in r* - h 

m if in 1*1 " 

I <)• t"» rH 

I 00 Cl J rH 



ss .a 



i Cl rl h 
H O rt| 

;aa 



01 CN 



! <*> 



- - o ^ o in 









o 


(N 


CN 


CN 


ci 




r- 




VO 




CN 


rH 


oo 


r- 


m 


CM 


n 




O 




r- 


o 


H 


vo 


H 


00 


ci 


r» 


00 




vo 


b 


o 


m 


co 


X 




M 




AL 


o 
H 






in 







3 - 



r— (N CD O 00 ' 

CN rH r- CN - - CI 1 

M M If) M h O H : 

^ O H H O 

M J H J a\ oi in i 

< 3 h 3 < 



h in * r o 

O tJ» I 

O O i 

O CN i 

&j CN i 

rtj rH i 

-3 



aa .aaa 



.a 

in co ci 

o o o vd - 

Sco ui in oi 

D vo in cn 

P> H ^ 

- - oi W r* 

n id i*i 

m Cl » - rH 

(N t*- in pi J 

CN oo m o fl| 

0 U3 o ^ 

W CO cn * 
o 

* - < M VD 

01 o o 

CD - - O 

VO VO r*l VO CO 

n r* ro in o 

h ci o vo J 

H rH t- oi <t 

J r- n 

< 3 * ' 



r-f CO 

in 



in rH 

r» cn - 

n cm n 

H CN Ol 

►q o o 

2 U m 

rO 

* - iH 

vo r- J 

ci cn < 

oo m 

h h - 

vo ci o 

O H VO 



VD CN 

C- r-C 

vo r- H 

cn r- vo 

n m co 

i-t rH O 

Ck hi o 

*< x 



CO 00 

* in oo 

N VO h O 

in r- co - cm 

H Cl H VO 

f ri <( rl CN 

h J ci 

O < - *D 

fa O r-t 

< - CO > - 

O CN r-t 

- f> O - CN 

0 O rH O H 

cn ri «H in cn 

01 ffl J CO N 

^ h »( n H 

CO ij oi J 

X < - < < 

rH 

- - OI > - 

vo o m 

ci r» vo 

rH O Cl 

rH CO CN 

b* H CN 

< H O 



i cn in 
i vo 
I O ft, 

:3 - 



CO H 

ci tn 
01 rtj 



<! ci i 



H H O H 



cn H - ci 

CN pL| O Cl 

ret CO rH 

in J 

- CN <C 



VO t> 

0 CO 
rH r~ 

cn m 

CN <3* 

rH < 
►H - 

01 OI 

vo in 

vo cn 



- o x 



I < 0 



OI «. •» I 

CN CN 

r- ^ ro 

m co co 

H co Ol 1 

J r- i 

< o co i 



VD O O VO CN i 
O rH VD O rH rH < 

o in o co oi oi l 

TfrHCNOCOCDCNCOiHCOCOOO 



CI 01 < 

cn vo « 



» » » * vo 

CN O Ol 

it h r" 

oi co m o n 

01 01 VO 01 H 

oo r*" oi co ^ 



oi vo vo m ci o 

VD CO CN - VD H 

OlCOinCNVDinVOrH 

COOr-CMClOHO 

cioicicociooco 

O rH IT) rH O CI O 



00 h H 
H J 

13* 



1 CN O 

> cn m 
I o o 

i rH J 
I rH 2 

.a 



Cl Ol 

VD O 

r- oi 

o o 

O PL| 

D < 



r- in 

CO CN 

in m 

rH oo 

rH r- 



cn in 

co *r 

m vo 

- in vd 

n rt H 

O W > 



CM O f> . . 

ft VO Cl o 

- 01 01 o 

Cl rH - 

in o J 

sa - - 

VO Ol o 

0] - in 

oi o o 

- rH CN CN 
LD O CN CN 

^ n H h 

H rH J " 
H i-t < 

H < ^ 

rH CO 

VD cn ^ 

vo co o r- 

O O Cl 

rH O rH i 

CO CO [i| i , 

X q »a| < 



m X X Q i 



co * oi m tji 
in r- ci - cn vd 
in in if H co o 

Cl f> CO rH CO 00 
Cl Cl O Ol (N 

s§asaasa£asaaaslls 



WO 01/22920 



1462 



PCT/US00/26524 



<3< o 
^ <N 

in \o 



r> oo 

KD ON 
fO rH 



h r* <n 



vo o 
oa rg 



«< <C 

ro Pli 

in ^ H 

CO 1*1 D 

ui -3 1 n n 

H Ol H \0 



rH O CI CD 



O rH i 

O 00 I 

H O I 

>-» n i 



Oi oo o n n Tf 



in J 

- CO <, 



H VO 

j r- 

< oa in 

> in 



tf H m H H 



S3 



tN O 
rH CO 
CN O 



in 

rH 
[X. 

• < - - rH 

co co Cm 

- ^ ^ <d 

in N h 
moo - 

r- in co 

i— I i— I o vo 



o r- 

t J f» 

O - S| 

co in 

H v 



lO N VO H i 



X H S 

-a 



> (M O 

> » o\ 



D rj N rl Crt H 



• in ot 

WHO 
Ol < CO 
H 



! o < 



I rn o o in i 



CO CN 
OA rH - 

OCOLOrHin^r-fNlVD 

fl r> r- ro " - ~ . - 
n o o o 
rH o ro o 



-a 



CI OA ftj 

J m flj 



rt O 

n oa 
cr\ < 



H VO 

H (ft 

b oa 

i< CO 



I VO rH CO OA VD 
IO 1/1 lO o 



O Ol « I 

vo £ n 1 



En o 



o in n Cm 



CN t- - -. , . - 

r- oa r> » o oa <n 
in oa 
o in 
» 
ft W 



. . I o\ 

1 «H tH O 

■J CM b 

) < CO < 



vo in o 

ro m H vo 

ci n in oa 

oa o 



Tfooini/ioinoH 

' - o in 
m r- 

[*» CO 

in vo 
o o 



m o H oa m i 
ci rt ffl H 1/1 I 

rH O O rH < 



!N CO 

in - 

r- vo 
oa oa » 

^« m rH 
O H rH 



o o 

H CO 
rH O 



rH (M 

^ in 

CO o 

o r- 

(N o 

oa pi 



o m 
cm 

in 5 

h < 



oa O 

O O 

OA rH 

OA O 



ro ID fl 



00 
- rH 

m cn 
- ci r*» 
^ m n 

CO CO o 

in ^ U* 

<r a < 

00 - - 

< en in 

icq co vo 

rH 

co in r> 
vd H <N 



- < 

N H - 

00 

- in in 
r> n oa 



- vo 

13* t> in r- 

o r» m rH 

rH O OA OA 

m vo h 

in rf o rrf 

vo 3 S 3 . 

H t> S VO 

<; - - - CM < CO 

CI O VO H f£ 

» VO VD rH H - *C 

r> o O VD ~ 

m oa oa co 

co ^ o vo 

LD H r- (N 

in < rtj m 



- in - in 

ro co o in 

t— i in c> i— t 

o in flt [n 

r- 3 vo 



co 



































fN ci 


rH O 




rH 


OA 








o 
















VD CN 


\D m 






- H 








(N 
















O ID 


00 


i> 




rH (N 








O 
















OA rH 


CM CN 


m 


in 


(N i> 








in 
















^ 


CO OA 




in 


m cm 








o 
















H O 

53 


O CN 




Ol 


VD O 








rH 
















33 




H 


sa 








a 




















CO 


0 


HH 


Q 

H 














rd 








0) 




a> 




0 










<D 






<U 


0 


o 




u 


S 




vo 




o 














Vh 








o 






o 


u 


w 


M 






o 




XI 


(U 


rH 


rH 




e 






VD 


a) a 


vw W 


CD 






E 






f 


OA 


CD 








1 


H 






XJ 










TJ 




ro 


01 X> 


<D M 










° c 


nJ 




CD 


rH 


(0 


<D 






CD 




J3 O 






o 




01 -H 


CD 




43 


o 




XI 




0 


XJ TJ 


XJ 


01 -H 






a m 


C 


rH 




XJ 




01 


-H 




XJ 


C 


C 


<D 


c ^ 






•H 




Ol 






CD 


C 


V4 








fC 


E C 




nJ 


rH 




•H S 






8 


a 


■ri 


U 


rd 


rH 






o o 


CD U 






c 


XJ 0 


10 


-* 




0 


[0 


(0 








(0 


H 


-H (1) 


4H 


c 




■H X! 


-H 


rH 


U 




■H 


<D 


4-1 


C 


rd 




u-t <1> 




0 


CD 


XJ 


01 CO 






UH 




U 


TJ 


O 


o 




J3 


u 






a> 


CO 0 


O 


J3 


+ 




s 








$ 


to 


XJ 




E 0) 


nJ 


? 


■H A 


a to 






Tl 


*0 


1 


<U 


rd 




-H 


O 


(1) 


O U 


i-H 


XJ 




0) 


<D 


(0 


0) 






U 


rH 


XJ 




JQ 


TJ C 


u c 




cu 


X» tt) 


0) 3 


Vh 




T3 


fl 


u 


a 


g 


CD 


XI 




O 




1 




M 




CD 


0 


^ 


0 




CD 




43 




CD 


H 


m p 




- CU 


XJ -H 




XJ 


rH 


•H 


CO 


& 






fH 


U 4-> 


QJ & 


0 


u 


CO 


CO 






U 


XJ 


CD 




0 


Vh 




CD 


X CJ 


tJ a) 


IM 


0) 


o 3 


0 a 




rH 






•a 


CD 


iu 


CD 


o 


■g 


0) 0) 


■h m 




01 r- 


XJ U 




<0 




cu 




CO 




01 r- 






4J 


rH 


<y 


rH - 




R 








XJ 




rH 


CD 


rH 




>.& 


o <y 


rd 


XJ 


.. o 


■O OJ 


« 


& 


>< 




0 




f8 


XJ 






rH -H 


QJ T3 


u 


c 


O M 


C Tt 




CD 


rH 


-H 


a) 


T> 


M 


c 


i 


in 




rH -H 


<u 


-H 


S VD 


0 *H 






X> 




rH 


-H 


CD 


-H 




o 


(0 4-) 


U 4J 


C 




rH 


(X XJ 


n 


U 


f0 


XJ 


U 


XJ 


C3 








^ C 


3 o 


<u 


>i Q 


in o 


o 


0 


n 


a 




0 


a 


Q 






C tt) 


01 S3 


M O 


<D d) 


•> 




<D 


<L> 




CD 


01 


C 


H 


0 


4-1 01 


>, rH 




0J 


XJ 


iH rH 


rH 


(5 


*4H 


01 




rH 




CO 




XJ 


a) a) 


rH U 


0) 




a 


O 




tO 


<L> 


CD 




U 


a 




a 




M Jh 


0 3 




to 


w m 


0 =J 


6 


xi 


U 


U 


8. 


d X! 


10 


w 


in 


a a 


a c: 


XJ 


-H 




U C 


25 


XJ 


a* 


a 


C 


XJ 


-H 


01 


rH 



WO 01/22920 



1463 



PCT/US00/26524 




m in cri 

UJ CI (N 

VO CO CN 

o od 

m rt m 

M CO N 

S H M I 

< < rfl i 



CM ft 

r- <*> 
n 

r- o 

m oi 

H 3: 



- - CO 

o tf n 

VO (J\ pi 

r- m - 

CN IN VD 

CN O CO 



n vd 

r> h 

r- o 

n m 

<Ti n 

r- (N O (N o 

(i H rfl H H 

3 ri: a < 9 < 



o o vd in 1 
t-» m r- 



00 GO 

vo * 

in m 00 

c\ r- h 

m ro C- 

n in co 

ft M 0\ 

<2 <C K 



go n 

o > <n 

m in m 

rH 

n (N 

H ID - * 

2 H H 00 m 

< « < 00 N 

> - - t-» m 

h O N <f 

CTi CTi C" VO H 

n o w H 3 

O Ot < < 

r- cn vo 

K r> rH - - 

«£ 5 o> W 

ri! < co in 

PJ rH VD 

oo » - r*> o\ 

* to CD r VD 

r- vd tj< oi cn 

O Cfi h H H 

o m o < <t 

SOT) 

<C Pi vo - - 

H ri d> 

- ro h 

h h r- in 

co vo - in co 

(m h in 10 

n <i< o (N n 

ff\ O ro H H 

S H < < 



H^^ChinrNioHhUJr-^innhoihoi 
(*i^yjhoovcM<AOinuiin>M>iDHuiiD 
ma>Tt<r-cooincNCMoovooiHmo(>)rno 
oor-vDr-rom^rHonoor-oaro^vooor- 

MHrtHHMjHHMHHMHMSMH 



■CJ<r-r-fN^ , CNCNVO^r--tN>-l(NtHfNCNChr- 

VDminninincoOir-tiomotMr-cotNmm 

<ta\(^nVDCOOLnfOrHmVDinM , VOrHmO 

NiDioicnvoinvonOricoHwmhiNfli 
mootjieoininmcoTr^mifloj^o^ffio) 

HMHMMMHMMMMHHMJHMH 



r-oonoujnfNiintrioovDmoir-r-nroo 
coco«j*c*ir-ncor-ovovomor-\or-(NO 
ioooctJOO)(nr>ooi(Na3ioioviD^n 
oHoocnr-roiHocso>r^r-r--'<i<v£)coo 
min<Ticn-^cNcomr~cor-(Nmmroro^r(N 
ioominrimm*ioiDioiDoiniooHri 

HSHHSMHMHMMH»-lhHHJSJ 



pocnnr-'^CNOfNco ro rgHin^cororHTfr>cocot^r-i*rcNVOTrvocNO 
(MOjroincNMVOrMO - r~ >icmnon(N^i/iwoooriuicoHi/iiBflh 

ooM<N)oor^HC^tnNTPHr^covoo3fno>fHrHoincooinr , »r*VDooo > tMU) 

^CTl*HOlO(Dt s OO(«)hNl(IOOOVDinil)010( , n03(D-"""'' ,B " in,n 

' 



. . H M 2 S *£ H I . 



o o r-- vo o in co 

HSHHHHJJitfHhqi-IH 













of 


tu 


ID 








OJ 










0 










n 




>i 


m 


CO 




O 














OJ 


r- 


M 


w 








1 








vn 


Q> A 


4-1 CO 


OJ 










-o 


fi 


rH 


Ol 


0 










(0 


O 






OJ TJ 


c 








0 




43 




O 


U £3 


CO -H 


OJ 




4J 






•H 


.Q 


4J 


c <« 


a 








OJ 




1-1 








O £ 


01 




E 


c 




O 


aj 


rH 


m 


•H 3 






O 


0 


CO 


to 






c 


JJ O 


(0 




H 




•H 


OJ 


*H 




nj x: 


■H ,fl 


■iH 




4-1 


ai 


n 


X) 


O 


QJ 




m co 


















CO 0 


O 


XJ 


+ 


T3 


m 




(U 


(TJ 


S 


•H 43 


a co 






0J 






U 


rH 


4-> 




OJ 


OJ 




TJ 


c 


0 


C 




aj 


X) <u 


OJ 2 


u 




3 


0 




a) 




.Q 


n 


43 TJ 


OJ 


0 


rH 


■H 


(0 








- ai 


J-> -H 


X£ 


jj 


U 


JJ 




& 


O 




in x! 


0) 






X 


R 


TJ 


<u 




0) 


0 3 


O OJ 




rH 



C T) OJ 
O H ^ 

&y mi h 
000 



> 4J iH < 

, c 0 OJ nJ 4 

•rt OJ *d M I 

rH -H OJ -i 

JJ O *J C 

C 3 O II 

OJ & o 01 I 

tO >1 rH I 

OJ H U OJ 

U 0 3 1 



h aw m u 

CO O o O 

O 0J oj r* 

1 ^ u •• id 

in O 3 O -C 

rH O C » 4-> 



WO 01/22920 



1464 



PCT/US00/26524 



* n in 

* M * 

cn a> id 

cn on ro 

on in 

o vo in 

J M M 

2 « < 



O W 1/1 

(N in on 

o o in 

o o vo 

m r> 

in in o 



n h co 

in h o 

CM VO T 

in ON CN 

ro VO rO 

* H ID 

M S M 

< ■< < 

O H CC 

o o o 

ON VO CN 

m vo ro 

VO ro p- 

co in 

M H H 

rf *< < 



M 

ro H 

- O -cf 

<]• ID d 

ON o o 

p. *r 

cn m o 

o m J 

in < < 



- n vo 

H rt CD 

p- tn o 

n cn p* 

v o in 

ro 2 M 

pi < < 



ON VO 
VO ON 

o 

O ON 
< < 



S3 



CO P» H 

CO H M 

vo co ro 

in vo vo 

00 (N 

ro VO CO 



VO O H r-t 

in r* o - h 

n is in m o 

H tO ^ O 

vo vo oo r- 

in h co in o 



*t rtl < < ft ft ro i 



r-t co On 

O ON CO 

H r- fo 

CN CN ON 
O 

H H (M 

H S H 

< < < 



ON (N n ON 

in co ro * ro 

(N H ^ H OJ 

<f M O (N O 

ro in o co ^ 

ri H 00 « * 

j S m n H 

9 < *C « < 



VO ^ CO ON 

ON ON CI f* - 

rO 00 CO H CO 

VO rO ON ^ CO 

fO ON i-l (N r> 

o H h in oo 

- - - .s 

^ rj" Tf CO 

p* tj* co - 

in vo vo on co 

CO N CO OJ h 

H ro ro O rO 

oo vo ro vo 

H M M S 

< <c < < s 



I O f-t o 

^ H 

ro r- vo 

(N CO t— f VD 

O Kf O 

CO O fN rO 



3d 



CO vo I 

in on i 

ON 

in r- 

ro ON I 

o o - 



CM ON 

o r- 

ON 

. H CO 



rO fN CO H fN VO 

cn in co o co vo 

ro p- NO P* iH vo 



CO ON CO CO 

in n i 

in N i 

I H S I 



in cn 
O ro 
o o 



CN ON 

CN ON rO 

CN ON ^ 

ro in 

in ro p- 

M on m 

H H H 

< < < 



ON CO VO 
rH O 
O ro CO 



on cn ro ro in cn 

H ON CO 

cn ro 

in o in 



I fN 



t ro O 

o ro in 

CN VO CN 

O fN CN 

S H H 

< < < 



ON (N fN 

^ fM P- 

*r r- r- 

r> o on 



o 

in co 

ro cn 

vd co 



HrHCOrHHlOONOONONrOOO 
ONVOiHCOONP»COinVOrH(NOIvo 
ONOCOONtNlOHP*^ , in^'Otn 
ONOrHfMinOONfNVOOfMONH 



o in 

on in 

vo p- 

in cn 



as 



ui <*j r— i oi ui \j ui in >u w iii vi 

OMOVDcocotnvoooNincovocorocovoinvDT-tONvooo 

JHSHHHMrfJMMMHHMMMHMJMHfara 
ft,ft<<ftft<ft<<<<<<<<<<<<<<<< 



COr-^CNHrOOVD 
VOONCOTjtr-rHrHON 



CN CO H H CO > 



P- TfrOfvjOOCNtJtCOinrOCNinOfN^CNrHin 
-OfNVOniniNVOP-VOVOONHro^rO 
^^rV0Tl«P-rH0NiHrOin(NP'in0N\O 

onndnnONWHONONOChrirN 

HrHCNrHr-rOP-VOCNrOP-OVOCNON 

vorovDONinvooinHin^'tn^fvofH 
hmhh<ChJmJmhmhhs 



ro on 

CM CO P* 

in ro rH 

in vo o 

ro H CO 

H S H 

kC < < 



ftrtft*t<<<<< 



co m cn p vo 

in P* rH P- CN rO 

h in in cn cn ro 

o vo 

ON O 

in o 

H U 

< < 



rH H O ON i 
41 10 O 00 1 



p* h in o i 



ro 
- ON 
rH O 

■tf CN 

ro cn 

in rH 



co - o r- 

rO 00 rH 

O ro m o 

a h h 

3 o o < 

' in J 

I - O ft, 

^ J 00 

- H < - O 

CN O CN 

1 CO ^ rH O 

1 r- 00 on o 

I CO O CO o 

I rH O CU 

I - O ft ft 

co m 

. in o - 

in J vo 

r- ft hi 

ro on in 

H - CO ro 

>J in o ro 

ft ro <C H 

-? .3 

vo p- in 

rH rfl rO 

r- ^ o 

P- - P* CN 

^ ro H vo 

O ro H CN 

r- p* \r 

CO - fN VD 

in co o * 

p- CO ON O 

H Ul ON o 

H P* rH CN 



WO 01/22920 



1465 



PCI7US00/26524 



























00 


in 




i-i 


o 






H 




ro 


CO 


fa 


i 


in 


CM 






rH 


r- 






< 


r- 




t> 




VO 


^ 


*r 




o 




CM 


vo 


fa 




o 


m 




e'- 


o 


r- 




en 


o 


CO 




N 


a 


vo 


■* 






CO 


iH 








tH 
C- 


rvj 


m 




O 


n 


(N 


r-t 


o 


\o 




Cft 




vo 




03 




t-t 




© 






o 








3 




CD 

r- 


o 
vo 



CO o 
ro 
vo vo 
X CO 



cn cn r- m 

IN O 

O H H M 



n o 

cn in 

en o 

oo J 



in m 
Dm h 
< IS) 



o * 
cn cn i 
o in i 



m oo 

vo - o 

r- h en 

>o\ r* oo - 

> r* cm o m 
i o r*- rtj cm 

> fa oo 
v < H - O 



O iH O CM 



">3< rH l 

CO 00 I 

en CN Cn rH CM CO 0> ( 

" ~ VO rH i 

m VO 

H O 



o o 

, ft o i_ 



O CO 

^ r- 
o ^ 



Cn 

. in 

Tt» co vd o cn o 

r- in i 

n o\ i 

H r- i 



I s ^ *D T 

r- m m cm 

r- r- o 

oo r* m o 

H i-i o in 

• (t H rt( O 

.a *a 



- , * o - 
i o\ * in h i 
. vo o m 



J m H 

rtl o r- 



vo o 
cn m i 
X o 



n r-t 

O (N 

in cm 

o o 



<n cm in oo 

o r-t o 

cn oo 

o cn 

fa f- 

< X 



in 

vo - 

in o 
ro 

n m 

i-i in 



vo CO CM 

\o in cm co i 

n f) o ^ i 

m m rH m ■ 



co r- 

CN VO 

i oo m 

i in n 



o> m n 

rH O m 

W Ik H 

. W < W 

vo fa 
- - ~ rH < 

O 1" CO < 

. CD rH VO - I 

f) in O VO CM CM i 

H ID rO H O CM ( 

J f- f*l O fa O ( 

tf| CO tH fa ft CM C 

a 



H cm n 

- IN VO O 

O Ul rH H 

n o h 



- CM 

cn co 

cn vo 

CN O 

r» rH 

in Pui 

o < 



O CM 

m m 
ro cn 



fa 



■ Cn CM 
O rH 



VD i 



CM 



O CO d < 

O J 

i o - <d - 

cu t> cn 

. < F» - rH 

VO f) VO 

- ci cn o 

lO H M m 

VO rH CO rH 

cn [b co J 

00 < rH <C 
CO 



o in 

O rH 
CI rH 



co r* vo 

r-- co cn cn 

o r- r- in 

rH in o CN 

Su* fa co 

< < o 
fa 

- * ^ < 
vo cn in 

cr> xj* oj * 

t-i cn in r» 
o in co 

rH cm r- CM 

rH tD VD 
CN 



in cm 

oo cn 

vo CM 

h r- 

m rO 



.a 



in oo 

* r- r- - 

cn o in vo 

co m cm cn 

m ro o cn 

r> rH rH CO 

in iJ fa tn 

«e 9 < & 



V0 i 

- cn - cm I 

in VO CN rH 

vo m cn o 

VO rH n CO 
n rH (*> O 



m fa 

- T < 



' in cn cn 

i cn r~ h 

H O 

' rH t> CO 

' O H 



CO o 

^ n - 
cn n fM 



cn 

co i. .. 

Q H < 

.a - - .a 

in co « 

in - o n cn 

oo cn cn ro 

m o cn r- 

r"* CM rH 
CM O O rH 



o cn 
in cn 
n co 



r- vo r~ 

cn tj* cn 

rH co cn 

h in m 

co n h 

Ot) W 

fa 

< - - 

in in 

- in vo 

o h in 

cn o cn 

cn in rH 

o o 



moo 
m in co 

in o oo 



CM O 

- in in 

i o 
cn cm 

CM 

i O H 

aa 



I o 

tJ< O 

vo cn 



r- rH ro in 

VO O rH (N 
O * H d I 



O O O rH H H 



rH CA 
>J OO 



cn o 

. oo 

4* oo n co 

cn o in cn rH 

in cn cm ^ H 

CO O H O O 



in m o co o 

cn r~ cn cn co 

r» in vo o u« 

H rH m cn 

VO VO rH CM f*l 

O O rH rH rH 



r- vo 

vo o 

vo o 

m cj 

co < 



O CN 
- <J* VO 
in rH 09 in 

mown 
vo co o m 
o o h vo 



WO 01/22920 



1466 



PCT7US00/26524 







- 














- 


































































































































CN 

ro 


r* 














































ro 














































vo 
















































Q 


Cft 














































c- 










H 










M H 


























o 












< 












O 


vo 


s 


co 


oi ro in 










rH 


o 


H 00 VD 




r- 












CO 


CO CN 


O CN * 


0 




*r 






in 


rH in 










00 


VD 


CO CN VO 


< 


o 


VD 








- 


vo 


VD O 


H VD rH 


cn 


- - 




0 


* 


Pi 


- in 










GO 


ro 


ro vo ro 




r- 


m 








•* 




cn co 


O H 




CO CN 






VD 














O 


H 


CN VD LT) 




VO 


in 








m 


^ 


vo vo 


^ H H 


rH 


co m 






*F 














O 


rO 


O O VO 




in 


in 








r- 


<N 


rH CI 


n in m 


cn 


^ CN 


H 






r~- 










*r 




cn co r» 


ro 












co 


O 


cti 


0 d eft H 




VO 






in 


CN - 










H 
< 


3 


H ft 

< a a 


vo 
o 




g 








r- 
o> 




M H 
< < 


0 t~- 
00 in 


cn 

rH 


H 
CO 


in 


in 


















CN 

r- 












H 










33 


cn 
DC 


in 
cn 


% 


n 


< *r vo 

< J r- 


in 
















o 














vo 0 


r- n co 


(N 






CN 






H 










O 


rO 


? S H 


3 


VD 


vo 












in 0 


vo vo m 


r> 


- - 


- 


CO 




a 


* - H 


- 








r* 


ro 


in cn ro 




in 


vo 








rH 


^< 


vo cn 


(NCI O 


in 


r- 0 


rH 


3 


CO 




VO CN J 


0 








CM 


r- 


CO O 00 




CN 


r- 








n 


H 


in r- 


r- h vo 


CN 


> «H 


CO 


CO 














CN 


CN 


ITI CA CO 


CO 


CN 


r> 








in 


CN 


ro cn 


rH m n 


vo 


in co 


vo 




0 














C\ 


o 


n co o 

y *J 3 
< a a 


0> 


o 


00 








0 


m 


CTV rH 


cn rH VD 


<N 


vo ^ 




















H 
< 


§ 


o 

CD 


1 


< 








■* 

a 


< 


M M 

< < 


H fll H 

< a 


3 


»r cn 

M 


VD 
O 


0 

CO 


0 

CN 


in 


cn n co 
5 ^ « 
















X 
























CN 


< 




rfl < ro 


< 








vo 


rH 


W 00 H 




r- 


00 








m 


0 


cn h 


rH TT O 


r- 


00 




CN 






rH 










oo 


r* 


ro LD 




CN 


CO 










m 


rH V0 


H CN CD 


0 


VD - 




•3- 






- ~ »-3 










tH 


o\ 


CT\ i— 1 CN 


cn 


CT> 


in 








r* 


0 


^ cn 


m VD CN 


r- 


in cn 


m 


in 


cn 


VD 


cn m 


H 








CA 


CN 


r- vo 


a\ 




in 








H 


CN 


CN 0 


O Tj< 


r* 


0 m 


CO 


- ro 


CO 


O 


■tf co 










VO 


o 


CN 00 VO 


o 


H 


in 








O 


m 


vo vo 


00 VD O 


VD 


V0 rH 


in 


r> m 


vo 


«J" 


rH r> 


in 








VD 


vo o ro 


CO 


(Ti 


CN 








O 




cn 00 


in 00 m 


r- 


co in 


vo 


r- in 


in 


m 


co r* ro 










< 


a 


H 3 H 

< < < 


X < 














35 


M M <C 

< < < 


w 
< 


51 2; 




H991 
ACOO 




m 

a 


c- -tr cn 
vo pi ro 
W rH 


CN 
O 
Cu 












































< - HH 


< 








rH 


ro 


o> in in 


rH 


O 


a\ 










CN 


0 <r 


r- 0 


CO 


CO 


CN 








in 










00 


in 


CO <N VD 


CO 


CO 


CN 








0 


rH 


VD VD 


00 cn cn 


cn 


cn cn 


rO 




in 


CO 


* VD - 










O 


CO 


vo m m 


ro 


r~ 


ro 








cn 


ro 


cn 


^ in ^ 




co r- 


cn 




r- 


CN 


VO vo vo 


CN 








r- 


VD 


in in m 


VD 


CO 


r- 








00 




eh rH 


rH en cn 


00 


CN 00 


CN 


r> in 


co 




rH CN ro 


VO 








cn 


in 
i-i 


ai m in 


CA 


in 


rn 












m vo 


VD CO CN 




H CN 


vo 


H l> 


f> 


in 


^ N OV 


cn 








r- 




r- 


r- 










vo 


cn 


O n 


r- ih ^ 


VD 


n vo 




cn cn 


m 




«tf O ro 


00 








(H 


< 




M 


H 


£ 








*i 


H 


H M 


H H M 






n 


CN [> 


M 




N S H 












< 




< 


< 










4! 


rf! < 


< < < 


3 




S 04 




< 


X < ^ 


J 












CO" 


vu 

o 


VM 




a 

M 












<H HH 




Q 










CO 














01 




o 












QJ 




ft) 0 0 












QJ 


QJ 


0 










H 


>, H 


00 






o 








U 


>1 rl 




O 








rH 


>i Jh 












o 




CN 


M 




fa 


u 






0 




0) «!■ 




W 


>H 






5 


43 CJ 












E 


42 


<«r 


CD X> 


m in 


QJ 






E 




jcJ cn qj 




»w C/J 


aj 






B 






43 












rH 


01 




0 


iJ 








T> 




0 ^ 


AJ 








TJ ? 




TJ 


0 - 




0) 


U 


rd qj 




aj 




d 


ffl 




<u 


rH 


cd U 


QJ 




c 


cfl 




QJ 


u 


nj <l) 


CD 


K 


<0 


A 


0 


43 - 


O 




d 


cn -h 


QJ 




JT! 


0 


43 


- 0 AJ 




CO -H 


cu 




42 


0 


43 


0 AJ 


d 


01 -H 


ft) 


aj 




Oi-H 43 


aj 


d 


cd 


d 


tH 




4J 




CJI -H 


£t aj d 


d 


d 


JH 




AJ 




0)-H 43 


AJ d 


nj 


d 






4) 


d U i 




•H 




° s 


01 






QJ 


d vh 


1 -H 


at 


9 6 


01 






QJ 


d m 1 


-H 






01 


£ 


c 




rH 




nt 


•H 5 






d 


•H O 


nj rH 








E 


C 


-H U n! 


H 


flj 


■H ? 




O 


0 


to en 




d 




•P o 


m 


^» 


i 


0 


CO VI 


d 


CO 




to 






O 


01 CO 


d 






rH 




•H ft) <*-i 


d 


fd 


X! 


•h 


-H 


rH 






-rH V 






•H £ 


■H 


i-t 


M 




*H Q) VW 


d to 


43 


■H 43 




4-1 


V 


U TJ 0 


CD 






CO CO 






VM 


0) 


U T3 


O 0) 


J3 


co to 






4H 


OJ 


JH TJ O 


QJ 


AJ 


CO to 






u 




CD 


CO 


o 


o 




+ 




rH 


a 


cu m 


AJ 


0 


43 


+ 




u 




QJ DO 


O 


0 


43 


TJ 




W v to 




•H 




O4 ca 






T3 


nj 


E <U 


ti S -h 


O 


a to 




rO 


TJ 


to 


£ QJ rrj 


5 -H 


43 






ft) 




0 O rH 


AJ 






OJ 


<L> 




QJ 




0 u 


rH AJ 


45 


(U 


OJ 


0) 




0 U rH 


AJ 




0) 


ft) 


13 


c 


o d 2 


4) 


43 


0) 


<U 3 








d 


0 d 






QJ 3 


rH 




TJ 


d 


O d 3 


QJ 43 


QJ 


CD 3 


Vj 


3 


0 


qj e 


43 




u 


si n 


QJ 


0 


? 


0 


<u 




ft) 


£ T3 


OJ 


0 


3 


0 


QJ E 


43 


U 


43 TJ 


ft) 




-H 


10 3 M 






a> 








rH 


*H 


to 3 




rH 




rj 


AJ 






tO 3 rH 




ft) 


AJ -rH 


J3 




AJ 


qj & o 


U 


VD 










U 


-U 


4) tT O U r- 


QJ 








rj 




qj d 1 0 


U CO 




CO 




X 


d 


T) QJ «W 


a) 


O 










X 


d 




4-1 Q) O 


■g 






rH 




rj 








0 0) 








•H CO 


cn r- 










QJ 


QJ 


•H 0) 


01 r- 




U )-l 


TJ 


fll 




QJ 




CD r** 




AJ rH 


TJ 




> 


4J rH 


4) 


rH 












> 


4J 


H O H 








& 




> 


AJ rH 


Q) H 






q 


>, 


c 


0 QJ rtl 


AJ 




CN 


QJ 


nj 


& 


S d 


0 QJ 


1C AJ •■ 




T) 4) 


td 






d 


0 QJ rt 


AJ " 


in 


TJ 0) 




r-H 


-•H 


QJ TJ M 


c 










QJ 


rH 


■H 


<u X» 


h CO 


CO 


d 13 




a) 






QJ TJ U 


d O 


in 


d TJ 




43 




H -H I) 


•H 


§ 




0 -r-t 






ja 




rH -H 


O H S 


0 


0 -H 






43 




rH -H QJ 


■h 2 


0 


0 "H 




ro 


AJ 


U i-> d 






rH 


P. u 


vo 




CO 


AJ 


O JJ 




CO 


a aj 


r> 


rH 


CD 


AJ 


O AJ d 


SQ 


rH 


a aj 


CO 


u 


d 


3 0 11) 


x a 




CO 0 


0 


0 


r( 


d 


0 O 


S >i a 




to 0 


0 


0 


U 


d 


3 O 4) 




CO 0 


0 


a> 




C 0) 0> 


c 


H 


O 


OJ QJ 


r- 




OJ 


0 




m d m 


O 


QJ 0J 


r- 




0) 


0) 




d n 


0 


qj qj 




vw 


CO 




at 




Jj 


U rH 


H 


d 


VM 


a 


£5 


fa 


AJ 


iH rH 


H 


d 


M-t 


to 




ro 


AJ 


H rH 


rH 


<D 


u 


.h o <d 




a 




)H U 




m 


0) 


QJ 


rH O 


a) 0 




M O 




rs 


QJ 


QJ 


rH U ft) 


O 




u u 




H 




o 3 x: 


to 


w 


in 


O 3 


O 




»H 


>H 


0 3 




m 


O 3 


O 


42 


>H 


U 


0 3-d 


o> w 


in 


0 3 


O 




aacu 


•H 


to 


rH 


u d 






& 


a a d 


AJ -H CO 


rH 


U C 




AJ 


Oi 




ft d aj 


•H CO 


rH 


0 d 




CN 


















m 
















T# 














rH 


















rH 
















rH 














O 


















O 
















O 














r- 


















t- 






























t- 


















r- 
















r- 














00 


















co 
















00 














8FB89 I 


















Q 
















0 

< 
cu 














HE! 


































EC 














VO 


















r- 
















00 














o 


















0 
















0 
r- 














r- 

















































WO 01722920 



1467 



PCT/US00/26524 



r- vo 

m m 

cn CO 

cn o 



r> m id io m 

^ (A H CD H 

cn cn cn n r» 

n \D tji pi (N 

£ Si 3 h 3 

VO rH 01 00 

H N in - o 

O ^ (T\ H 01 

m m G\ r- vo 

h oi w n m 

H <J lO IN O 

5 3 ^ H S| 

r- r* vo r- 

h co oo -in 

CO O O ^ (Ti 

r- (71 Q\ »D (N 

U3 t}< ^ VI> 

H H H CO N 

m rf! *f cn 

< < < N ^ 

O h fl\ M H 

(N (M 1 H 

(N 0\ (J\ fl (D 

o in in vo h 

o co cn vo m 

i-H O V£> CO 

33333 



vo in 

Tjl 1-1 

o rn 



(ft H (N 

r- cn <ri 

vo vo cn 

CN 10 01 

cn in vo 



cn , 

m tN ' i 

m in cn i 

A 1 to m * i 

r- r* vo cn i 

O ID H fli 

S (1 M M I 

- 4 < r ■ 



cn i 



oi oo i 

V0 cn i 

r\ r- ! 
in cn i 

- .33 



533 



> r- cn 

I 00 (M 

i cn (N 

[ 00 ID 

I <M CN 

M H 



*3 



o ^ 



CO H ^ 

00 fl o 

o co in 

cj in m 

r- co id 

M < I 



[*■ h m 

N 10 H 

01 in CN 

H N fl 

rl V 00 

co ^* in 

333 



O N VI H CO 

o vo 

m vo 

id in 



cn m 
cn r* 
id *r 



33: 



r- co in i 

m in o - i 

r- r- i 

S S o H i 

in in i 

- - -gmi 

r~ ■# r- 

■m r- - S 

co vo r- i 

o r- - i 

CO O M CT\ 

cn cn co oo i 

M ID VO I 

< < 3: cn i 



33 



cn cn 

H m fft 

co oo in 

! cn id m 

cn co 

. K vo 3 

H 



ID J 

cr\ - <; - - - 

in o in co n co 

EH r» cn 

id n r* cn vo 

- H O OJ CT\ O (N 

r* co h -d* 

O O CN O rH O O 

rtj m J J J J 

m *q ci < < < 



o vo 

H O i 

n cn < 

d o\ ■ 



rH VO H P- I 

o vo r- in .-t - i 

oo c*> o n ^ i 

vo ^ cn r- oo in i 

cn in cn vo o ' 

ci in o n oo o 

33 HH ' 



< < 



3£3 



Ol O Ol 

CI f CO 

r- cn vo 

O O CO 



o 

vo cn 

cn o 

01 rH 

H CO 



r- H vo vo oo I 

^ O M» 10 H l 

CN ro VO CN I 

rH H H -tf o r* I 

O VO CI CN f) O ■ 

O O B\ H Ol 



vo vo o 
■ Sot. 
o 

- (n - 

vo in 

CN * CO 

vo cn vo 
co vo vo 
cn m m 

Oi CN CN 
O £ 



- in 

o o 

vo r- 

cn vo 

cn in 

CO M 

00 < 

3 - 

in 

cn o 

m cn 

n H 



4 - - * 

ci m vo m 

- oi tt cn r- 

cn r- (N cn in 

oo co ^ vo vo 

^ co m vo 

cn H in o oo 

n 5 h J m 

04 < < < Ki 



S3533353l3<5S! 



f oi n 

h id in 

cn ro r- 

cn cn n 

<C ^ o 

< Pi 



cn cn vo cn in 

cn co in n 

vo cn m cn vo 

co ci vo in r- 

in CN ^ r-i 

. . vo cn o co o 

to ^ 3 3 s! 3 ^ 

3 

- in vo cn t- cn 

vo in ^ cn 

vo in cn cn cn 

VO CN rH Ol 

*t> in r* t- m 

M * O O ^ 

H H £ J H 

< < < < 



in r- 
cn *r 
o H 











cd 


Of 


4-1 


ID 












(tf 


VM 


IM 




ID 










OJ 




OJ 




0 










OJ 




OJ 


o 


o 
















>* 


Vl 


o 




a 








M 


u 








o 














OJ 


m 




w 


rl 








XI 


OJ 


rH 


Jh 




w 


(H 








i 




si 


o 


OJ 


43 4-1 CD 


OJ 






i 






CO 


OJ 


vw 


CJ) 


a> 










T3 




H 


Dl 


0 


4J 








T» 


f 


CO 


01 X> 


0 




jj 






<u 




a) oj 






OJ 


T3 e 


fll 




OJ 


u 


to aJ 






OJ 




c 


tU 








o 






0 


-P 




OJ 




X! 


0 


x> 




o 




to 


-H 


OJ 






JJ 




0>-H 




+J 


c 


ca C 


U 




JJ 




0> *H 


XI* 


i-> 


c a 


c 




V4 








OJ 


C M 


i 




*H 


Cfl -H § 


0» 






OJ 


a >h 


1 




•H Itf 


0 




0) 






e 


c 


a 


CO 


H 












c 


■H u 


CO 


rH 




•H 


o> 






0 


0 


to to 






a 


U O 


01 




8 


0 


CO CO 






C cn 


JJ 


0 










-H OJ 


«w 


fl 


cn 


si -h 


*H 


rH 






-H OJ 


4H 


C 




•h x; 


•H 


rH 






OJ 


U T) 


O 


OJ 




AJ CO IU 






vu 




JH xj 


0 


<U 


x: 


to 


to 






+ 










OJ 


to 


0 0 


X) 


+ 




s 


». 




OJ 


CO 4J 


0 




XJ 


+ 




•a 


ctf 


£ OJ 


ct) 


3E 


-H 


X) P4 ca 






•d 


n) 




cd 


? 


■H O 


a* 


to 






C0 


<u 




o o 


rH 


4J 




OJ 


OJ 


nj 


QJ 




0 o 


rH 




XI 




OJ 


aj 


tH 




•d 


c 


u c 




OJ 




OJ OJ 3 


n 




T) 




U C 




OJ 


X) 


OJ 


3 


!h 




0 


3 


0 


at 


i 


J3 




m j: tj 


OJ 


0 




0 


OJ 


1 


XI 


OJ 


XJ 


T3 


aj 


o 


4J 




-H 


OJ & 


U 






OJ *J -H 






rH 


•H 






- u 


4J 


•H 


§ 


JJ 




U 


U 


0 










O 


*J 


S Er 


o 


u 


o a> 




10 






rH 


X 


c 


T3 OJ 


>H 


(U 


o 


3 O oj 




rH 




c 


T3 OJ 


u-t 


OJ 


rH X! 


o 


OJ 




rH 


m 


OJ 


OJ 


•H CO 




cn r- 


V u 


•a 




OJ 


OJ 


•H 03 




Oi r- 3 




U 




CO 








rH 


OJ 


rH 




c 






g 


U 


rH 


OJ 


H 








3 


cr 




O OJ 


cfl 


*j 




^ TJ OJ 


to 


& 


>, 




0 OJ 


«« 


JJ 






OJ 


cct 




(U 


rH 




OJ TJ 


U 


C 


o 


C TJ 




OJ 


rH 


■H 


OJ TJ 


)H 


cj 


O in 




T) 




OJ 




X» 




rH -H 


aj 


•H 


z 


O O H 






XI 




rH -H 


OJ 


-H 


S oi 


0 


•H 








CO 


U 


U U 








rl & U 


cn 


u 


CO 


U 


U 4J 


c 




CO 


a 


4J 


o 


Vh 


o 


VI 


a 


3 O 


OJ 


>i Q 


m o 


o 


0 


u 


fJ 


3 O 


OJ 


^ a 


CO 


0 


H 


o 




<U 


OJ 


£3 

rH U 


01 


d 


M 


O OJ OJ 


r- 




OJ 


OJ 


a oj 


01 c 


M O 


a 


aj 


r- 




a 




0) 


*o 




U U rH 


H 


c 


M-i 


to 


>,rH 




CfJ 


-P 


u 


rH 


rH 


a 


ctf 


OJ 


OJ 


OJ 




o 


u u 




nj 


OJ 


OJ 


rH 0 






o 


u 


U 




(0 


X! 




M 


O 3 




01 


m 


m o 3 


6 


si 


u 


>H 


O 3 




a 


a in 


0 


3 


o 


X! 


4J 


ft 


a 


a c 




-H 


CO 


H U C 




4J 


a. 




4J 


•H 


CO rH 


u 


C 




JJ 



WO 01/22920 



1468 



PCT/US00/26524 



m 
vo 

Lf) 



inr i inr-inovDmmorN\i)Oinr-t<T»VDrgr-^ , a)<7\f*><Nift -UJinMiflriowvouio 
^r^vouiHinvi>r^ino«>r^inoooajroTrrn(Nr~inH'^^rHcrii-iooovoiria^rHr->a> 
rnmo^H^ooo<NCsiMinr4Hrgc^<^VDor^HHWt^t^r^crti-t(r»cr4r*rornorvitN 
nrnoooiricocO'3 , ^( , )vooO\H(N«)nioHriNCD<t i noi v "t('ri<fnco^a3hH 



omt^rir^u)inrH\oinrn(NHvoif)ror-rsiinTrcoi-ir-crtiD -»rcor-ooocor-vo<Ti 

tnr^r^cNrHo^a)moo\or^or)r^inooHr^irt^vDr»inM(Tt^fHriu>«)«Hoor*»a> 
4*^roa>(norfa4 | ootNmHPi<<i<u)00wou)i*iu«4 | nu>va)U)nN^WA 
ooiflin^tn^aiooiDouivi^ooiNOiniiioo^inoomnHoiiooriointo 

JJHHHHHHOMHMMHHJJSSMHHHHJ^ 



nHogHin<nro(niNOOino<niiioinHU)ooiU)inon(nomiMnu)^a)iAOin 
ninno^espivo*t/)N*N(ft(o*<*in(»iNri(DHrnrnorifl'hoi(D<0'*'ri'n 
trHinco^iDUiinoriidoOfiD^ONfinuiNisvHouinooiuiotuitnoji 

MSMHMMMMJSMjaHHHJMMMMMHMHWHM 



lfl^)•(*lH^ooa)rtW)lD^ow^nalMNlfl^^owHN<o<Jl^DlnlnplOlH^ONn<^* 

aioininmu>caMH^omoioooOLnHina\o^^oor^ir>tnvooMOHa)ooo 

<<<<<<<<<<<<<<<<<<< 



WO 01/22920 



1469 



PCTYUS00/26524 



co cm cn 



oj in 

O CN 

Ln \o 

o cn 



<N (N H ^ ^ ^ 
H Ch - < H <C <C 



I cn -tf 

, rO CN - - , - 

in O rl CD Ul to U> CO i 

. h o n n o co n -no 

4 * O OV O 

( ^ J CO l/l 



VD VO 

cn m 

- o p- 

I J o 

' < H 



cn 

H CD 
O O 



[*> m H Ul H | 



in cn 

p- vo 

o p» 

■ m o 

m o 



I O CM 

> m r- 
i cn m 



( co 

r- o 

- O VD CO - 

J Ll, O O CO 

< co cn vo 

H in 



0> VO 

cn h 

VO H 

cn o 



S3 



■ * < 



o in 
cn w> 
cn cn 



n r- 
cn o 
o o 



00 



VO 



O h H ff> 



tP IT* 

. 0\ CN 

i 0\ CM 

i CO H 

I H < 



» H rt (ft H H rl 

] OA pu J 

o iH m 

- fifi CM 00 - 

(N (N V0 

o cn o 

h r* 

H O CO 



- O 1 
^ OA CO 

. (N in D 

H Tf 

or* 
o H co 



HOI 
N PI 
I (M H 



i < d! OA 

■ - - o 

i o J 

r- in rt, 
o in 

M fl 00 

I **» 



■ \0 

^ p- 

H OA 

oj r- 

co o 

co < 



o r- i 

r- in ' 

o m i 

CO rO ' 



f> CN 
CO H 
CO CN 

cn cn 

"3 



aa 



m in 
cn cn 
on 



cn h 

^ o> 

cn vo 

o cn 

cn h 

o H 

fa " 
< 



fa in 

^ r 1 



r- cn 
m cn 
h o 



cn X - p- 

<n in vd 

r- - in n 

h <s< r- h 

H OA CN H 

J O rH fa 

< CO O < 

.sa - 

co fa m 

vo < * o 

in cn 

ro - r- o 

o id in cn 

h ^ ro o 

J CO vo k 

3 m X < 
m 

ro m vo 

OA » o> o> 

n p» m cn 

cn o o r- 

oo cn in cn 
vo o o 



J CO IX) 

< C~- VO 
CN 

- co cn 
cn ro 

CO CN O 

w *3 3 

rN rt! « 

X - - 

CO CM 

- <n cn 
o in o 
vo r- t}« 

O CI o 

O rH H 

co „q fa 

O < < 



x-~ O 

<; o h 

cn n 

-OH. 

m m J 
n o < 



H O 

- CN CO 

r\i in co 

fN P- H 

O cn H 

(Ni " 



as 



O H 

- in o 

VO rO in 

oa <n o 

^ OA J 

o < 3 



CN VD CN 

O r*> H 

Tt< r- H 

CM CO H 

Tf O H 

H <C H 



- cn 

O H 

- o o 

h CI rl 

cn cn h 

ny * A 

rH O < 

3d - 

cn 

* - tr\ 

VO VD H 

cn r* o 

rn «3< CO 

H h O 

n m J 

J h <t 



-a 



3 ^ i 



co r- 

tn n 

o cn h ^j* 

cn cn o cn 

VO U1 CO 4* 

CN O O O 

. a ^ d 



I cn co 
! vo 

in r- 

- m o 

I H O 



cm cn 

oo p- - 

cn in 

^ vo H 

O X o 

J in 



.a .a - 



•cf CN CN 

cn h p- 
cn m 

O 00 H 

a§a 



CO VD H 00 CN i 

cn h - in <n in 

i o o cn co r- H 

, pm h h r- r- i 

CN rO Cn rH VD H 

i H H CO H O O i 



n o i 

OA VD 

o m i 

■ d P* i 

cn cn i 



in r- - 
i ^ vn *r 



r- in o oo cn 

<n cn 

cn «r 

o p- 

o H 

o H 



n n t* ^ 

. . CO H CN O 
VOVOOAVDinHHH 

(np-mHp»rnOfn 
HcntNOHcnoom 

rA H H O rH 



H OA CO 

o in * 

o cn in 

m ^ cn 



CN O i 
O O I 
W U] i 



m o 
OA cn rn 

I C* rl N 



a m 

ft, co 



O cn cn 
in cn h 
o X H 



^inoHH^ocnco 



o o 

i P- o 

: x w 



VD CN 

n cn Ln 
in o co 



cn vo cn 

cn o r- 

o fa vo 

H < D 



WO 01/22920 



1470 



PCT/US00/26524 



• r- in 

► ro H 
i r- Cn 

> ro < 



01 tp 

. rO in 

l 00 

i o ro 
i o o 

S3 



ro 
- vo 
i-t r- 
Oi cn 
<# r> 
cm o 



- r- 

tJ( rO Oi 

H H V 

in J oo 

O < H 



i r- vo 
i in o 
o o 



o oo 

oo cn 

^ o 

r- ro 

ro ro 



- oi < 

r- cn 

.-h r- - 

H ro r- 

o h m ' 



^ i-i m oo 

try CO o to 

n o m ^ 

r> ro o r> 

ro co c\ ro 

H H O H 

3 d s a 



oi J J ^3 



rt rt J w o 1 

ri J < M H | 



O CM I 

00 (M I 

Ul CN I 

CM O < 



^ - 



I » T}< - - 

O «) H H N 

• CO O OJ M 

CN O CO (N CO 



h H Ot H 
< J ft H 

O J < 

- ^3 i 



cn in 
o o 
w w 



r» o 

cn cn 

m r- - cd in cn cn 

vo o co 

i-t >i o 



M H N rl 



LO rr O LD 



vo r» 

oi in •» - p- co ci oo 
■<}«vocN*rror*oiin 
co m 
in in 
D X 



o ro oo ro i 



vo oi r- 



ro cn t 

r- r- - ( 

ui i*i n t 

t-4 H 00 t 

V© J VO r 

O *£ V> < 

Ol £ 

< - ED * 



> ro ro 

' m rn 

> Ol CM 
' H 
| VO O 

w w 



in cm 
in r- 
co in 



vo r- 

o o i 

m o i 

ro oo 1 



in r- v 

rH ^ < 



O vo 1 

i f*> 00 I 
i ro tH i 



a a s s si s a 2 § a a § $ s s 



re ^ * in 



- - 4 
ro o 

in vo - 
m m oo 

CM fM 00 

cn cn 

VO VO CM 
M H 

< rfl CM 

- -S 

ro co 
ro o - 
CO o ^ 

r*> H 

O 01 Ol 

o h ro 

S M VO 

< < s 



vo cm in ■ 

H 00 M 

in o> o\ i 

00 fM CM l 

O « I 

Cn CN CN 

M S S I 

< < < I 



i vo vo I 
i o ! 
i o r> 



53 

O Ol i 

• 01 O i 

ro o in i 

■ H CO CO 

t- ci ^t* i 



nHHWfCOON 

rOrOHrH^rHf-VO 

r» o vo n co vo co 

<J ^ 0> H ^ VO (H 

.. . . _ . oiinrovoHinvovo 
vo « h .(NfaouiHw^rsmuicommfM 

HMtHHHMMM 



cn cn o 

oi vo - oo 

CO CO rH fM 

cn vo i-t co 

h in ^ cm 

< u> o in < 

H tN <t 

. - < 3 3 ^ 

vo - * - m 

ro en in ro in 

■ cn fM CM fl * H 

oi co h vo oi o 

VO Ol CO CM cm ro 



H M (J\ Tf 



l Ol ■ 



^ Ol H 

l vo vo vo 

i Ol M M 

rH < < 

.S - - 

fM ro 

* (N 

m tfl cn 

01 CM O 

00 o oi 

01 CO 00 

r- ih h 

CN < < 



o vo in 

H 01 

ro ro vo 

in ro r- 

ro oi oi 

H VO ^ 
SUM 

< 4 < 



r» ro - - vo 

ro in iH vo oi 

cn vo r}< in 

r- r * oi in 

Ol CM O < 

M M O ( 

< < S I 



r- o o 



Ol Ol 

in in 

o H 

Ul CM 



- CM 

oi t> r-l 

CO V£3 Tf 

ro O CO 

H oo in 



(i Ol ft «H <C I 

< H < I < i 



vocoLninoivomvo 

OCMOlVOTt*rHOr- 
O in ro ro cm Ol 

CO CM rH r-t Ol rO 

©CMvovor-oivofO 
r- H H fM o in CM 

H J S S S H H I . 



vo^rinC'-fMcociro 
r*rM-*r-ooirovD 

VOr-ftJtvO^TrroOi 

rMVor-r^oomoi 

r- CO CO n rH CO CN " 
LD CO O LO V0 VO CN _ 



r-^r-r'VouifMvo 

rH CM CM CO VO CO 

r- o vo r- c- co i 

Ol Ol H O CO 

roOCMCOOCMVOfM 

^HNuiMin^cn 









rd 


of 


U-l 


ID 








cu 




<u 




O 










M 




VI 


o 




a 








0 






o 


rl 


w 








e 






vo 


OJ Xi 




OJ 










■o-S 


r-t 


01 


0 


*J 




OJ 




m 








c 


(It 




XJ 


0 




Si - 


0 


*i pi 


m -h 


OJ 




JJ 






JJ 


a m 




rl 






D 


c 


M i 




-H 




cn 






C 


■H 


U rd 




aj 


■2 i 






8 


0 


(0 


to 




C 


JJ 0 


CD 








■H 




c 


X! 


-H Xi 


•H 


rH 




tu 




T3 O 


OJ 


XJ 


« to 














OJ 


m o 


o 


Xt 


+ 


T3 


fO 




oj at 




•h ja 


Pi 01 






OJ 




0 




4-> 




CJ 


0) 


rd 


XJ 


c 


u 


c 3 


OJ 


XI OJ 




M 






0 




oj e 


JQ 


u 


xi -a 


OJ 


O 




•H 


to 






- 0) 


JJ -H 




jJ 


o 


u 




& 0 






td 


i 






c 


-a 


OJ 4-1 


OJ 


rH S 


O OJ 






0) 


4) 


•H 




01 r> 


JJ n 


1 


fB 






4J 


rH 


OJ 


H - 








c 


0 


OJ rd 


jj 




TJ G) 


(0 


cr 




-H 


OJ 




FJ 


O rH 


c: xt 




OJ 






(— 1 


-H CD 




55 vo 


O -H 






eft 


4J 


o 






rH 


ft u 


rH 


M 


M 


d 




O V 


>! Q 


to 0 


rH 


0 


OJ 


d 


1 


Q> Ol 


C 


M 0 


OJ OJ 


r- 




m 


w 




rH 


nJ 


JJ 


U rH 


H 


c 


0) 


OJ 


rH 


O OJ 




O 


M U 




rtf 


k 


Vi 


0 




to 


W in 


0 3 




Xi 


cu 


a 


a E3 u 


•H 


rjj H 


U C 


i 


JJ 



01 
H 
O 

r- 
r> 




WO 01/22920 



1471 



PCTYUS00/26524 



VDoit^oJor^r-roovoo^HOinwrixoHMOfsivot-ieooMrjHocri^tNOO^o 
(Ttotno\t-iTro<TtrooooroHooovDr>»oorHr-*i>oimo^<r-H(riooTi<coorn 

Hdil/lN^l/IHHNOlTji^OOHinOCllflWOOCOCDmi/lWfflrociUlHhOI/l^ 

«\*Mffl ^fln«)l/l1^ | H(nnowlnl»^*f^( , lH(«lm^o^(n^^HH^H^^OH^ln 
OTrtnoooncftflomro(ftootnMroHOHVDinMominvoincnt^fo<*>Ti*r-r-Hr>) 



iDHOuxD^HOhUinoininn^noiooNODnfl^finpio^wNooinin 

H^JMMMJ^MMMSHMWHSSMJHJHHMHHHJHMSJJ 



op-nr , -\oniDmhWHhriOOW(Dini»(n«)rHONNnino«)ina)NinQflo 

VD^ooocNcoMinrHOrot^r^oror*inHOoocN(^oorn«)rnr*)r^voHvor«)0)(N^i' 
fg^moOTOtnmro^tnooror^ro^inr^i/icDr , jrN^ , r , *CF>rHHOvDHO<^ooiHoo 

OUlrHini0<0Oin^CTttfMClHVDV0CNC>)mC0in0%r^MVDH00HinUlHl/lTrM^^D 
" "HHHJWMHHHHSHHHMMHHMHHMSHJMHSHHSMH 



3 32 3333 



WO 01/22920 



1472 



PCT/US00/26524 



01 



(N • 



- - < 

cn in cm 

m r- ro 

r- 01 o ro 

cn ro m co 

h t- vo 

vo o in r- 

H J H 00 

<c 3 < a 



iH m co 

co o vo vo 

U CO H H 

<d in o ro 

^ n to h 

VO CO VO o 



oi rH 
o 
oi fa 
oo < 



in vo 
r- ro 



m H 

r-t m o ro 

© oi ^ oi 

in o o 

O (N fH o 

I J CM fa J 

i rt! h < *i 



VO fl< 

r- r- 

vo in 

ro ro 

H vo 

• H X 



00 r-t H CM 



on in oo vo 
- cn vo in oi 



• ro r» 

i ro oi 

O CM 

. M CM 



CO ' 

- 

O <J\ 

in o 

in cn 

r- o 

ro fa 



in 



> m < 



33 



M fa 



O CM 

in o 

O H 



tH ^ O ' 

rH in O < 

J CM Ol < 

< i-l O i 
H 01 

- X o 

O fa I 

VO - rtl I 

^ ro 1 

r- cm - i 

H H M i 

h n to 

J CM CO 

< H C7\ 



> VO VO 00 

» in cm in r- r- 

i r- m vo oi o 

i h o fa 

I (J> ri O < 



i in OA 01 ^ CM rH CO 

i m oa cr\ iH oi t* - 



t}< o 
ro 01 
CM O 



^HiflHnmc^o 



CH rH 



© CO HJ rH O O CO 



1-3 CM 1 
3 H I 



.a -a 



vo 



ro in 

in cm 

vo vo 

< OA 



vo r- o 

ro m 

o m h a> n 

ro ro O o H 

ro o in o ^ 



h e- o o i 



o cn 

VO 01 

ro in 

fl CM 



S d S S - -335 

a a a a a a s o - a s 

Jo - a 



ro tn co o 



VO 01 

Cft CO 

ro o 

h 4! 



- >. CO 

tvocMinorooio^in 
i in r- 



Ol ro CO CM < CPi 



in m rH o rH o i-f 



cn o vo vo i 

u n ii H 

<l CO rl r* 

* ^ O 03 

CO VO O 

co o in h 

HUMS 

< < < < 



sa -as - -sasaa -aaa .a 



ssaaaas 



- o 

CM J 

o\ < 



CO - 

VO CM 

O H 

r- on 

X co 



in cn 
co 

vo "tf 



ro Ch CM rH 

vo cn ro h 

o in 

H o cn CN 

CM VO VO C- 

I i/l q 1 co 

J M W H 

4 < < < 



- in 
r- in 
ro 
cn ro 



- OA - 3 

ro vo i 

O rH - i 

in cn ro i 

O CO H 

J O Ol 

*£ rtl co i 
o 

- - < 

H 1" ' 

in M » I 

co on o i 

H O Ol 

H Ol Ol 

r-l O I 

fa fa CO I 

< < X i 



r- h » » - 



i h r- 

| fa rH 



o ro t*» vo r» i 

cn ro in cn vo < 

vo o in r-t cn i 

ro r* o o \ 

H rl J I 

rH ft, rH i-H < I 

* ^ a - 

CM 



ro cm 

H O 

o in 

m o 



O Ol Ol r<) (*1 ^ O 

vo co m oo h cm m 



i cm o vo co in 
cn cn o o i*» cm r- 

m ** H CO H rH I 



ro in i 

_ rOOHOrHCMrHCMOi 

asaaaasasa: 



\< - < > 



• - o - - in 

no oi tc * h 

i vo o ro h r- 

01 ^ CN H 

> CM O CM CO O 

i ^ fa CO fa 

I t> < X w < 



vo r- 

o ci 

VO H 

ro o 

ro CO 

H O 



.a 



, VO 

r- co 
co vo 
m o 



rl lO 4 « O CO 

- cn ^» cn vo oo ro 

00 VO rH ro CO 01 

- oi h cn 

H Tt< rH <f 

rH O O O 



rO O 

I rH in 

i H O 



ro * 
. rH 
rH 
CM ro 

in ro 

CO rH 

m J 

< < 



CO 

- - CO 
O 00 01 
f (N X 

in r- 
lO h v 

cn vo i« cm 

X O rH H 

fa O H 

- < n h 

in ro 

l - rH 

H ro J fa 

o ^ rfi < 
O Ol 

OH — 

fa vo cn cn 

dl o m r- 

fa rH O 

- < o ro 
CM 00 rO 
Tf -OH 
r- ro J i " 
o r- ft i 
oo oo 

D in - 

vo ro co 

. * X co vo 

in cm in 

in - oi m 
r- vo ( 

CM ro O rH 

H J r 

O rO ril i 

23 - 



cm cn 
r- co 
ro co 



vo O ro Ol 

CM Ol t- 

CO VO rH CO 

m CM H o 



WO 01/22920 



1473 



PCT/USOO/26524 



CN 00 

(N VO 

00 CN 

in o 



■ H H M * * 

J a h r» cm 
i ri! <! \o r* t> 

Oi O (A 

- » o n cn 
h o ti n o 
h w < h x 

.3 - 

- m 
m r- 
vo m 



cm ro 

(N cn <. 

- rH < < 
3 



m ffi in h h 



Vf> CM 
[N CM 

in o 



j r- 

dj co *r 

CI rH 

- co >* 

VO U> 

in D - 

in rH 

r- - 1- 

ro od n 

H r- vd 

J h O 

<C o o 

O U 

Ed < 



r- - - 

o r- h 

o n n 

oo r- o\ 

o m o 

J o o 

< O rH 

b Em 

- < < 

CN - - 

^ in 

r- in o 

rO vo rH 

r-l o m 

a 



- vo 

> in 

i vo in 

CN rH 

- 00 W 
I o 

CN W - O 



o o\ o in 



o vo 

co r- * 

cm n 

O MD 

rH m VO 



cm en in oo 

oo o co 

in oo cn m 

r* h r* o 

co H o pi 

X H >4 3 

VO CO o 

r- • h ^ 

in oo h ^ 

in in cm r- 

00 in CM rH 

rH CO rH rH 



ass 



H rH 00 H rH 



rH ^ 
« H 

u> h u> m 

Oft CO 00 o 

in cn o n 

rH H W S 

aaSSi 



h n W * N 



■ - 0\ I 

( CI rH I 

I VO O < 

CM H I 

| CO rH i 

O J 

- W < 



cn e'- 
en n 

CO rH 



ga 



i in o 

I o vo 

o cm oo in cm in 

N ^ (r> el in n 



.a 



H F- H 

O H ri 

m y> ctn 

o o co 

" o o 

pa 41 



rl (N r H i 



o m t3> 

cm r- tn 

V0 © VO 

(N O VO 



r- cm co 
^ en ^ 

VO CM rH 

o r- o 
o ci co 

< H O 

.as 



CTi rH tn 

00 <J\ CM 

n ^ in 

O CM CO 



o - ~ 

b o tn 

» f£, r* vo 

r- cm vo 

cm - cm n 

oo r- vo m 

O m h ri 

o Mij J 

rH in < < 
En 

< < - - 

oo m 

- - to h 

cn r- tj* in 

if VO r- rH 

r- r- n vo 
vo r- 



in h 

cn co cm 

o o o 

Du tij H 

< < r* 

in co 

*r cn 

o o cn 

cm ci cn 

CM f*l ff 



CM O H 

cn o o 



Sr* r- o h J fij i 
tg D W h < < i 









nJ 










a 














nJ 


















H 


















CU 




OJ 


0 


o 














cu 






OJ 




Vh 




in 










a 












N rH 






XI 


OJ 


vo 


V4 


















Xt 


cu 




8 






H 


0) 






w 


0) 






1 












TJ 


•s 


in 


D1X1 


0 




JJ 










TJ 


■s 


0J 




rtt a 






<U 






a 


(0 






V4 


(0 


OJ 




xi 


O 


XI 




0 


JJ 


T) 


CO 


-H 


0) 




s 


0 




XI 




u 




tn -h 


xT 


iJ 


d 


C! 


c! 




Vh 




JJ 




01 


•H XI 




0) 


c u 






■H 


nj 


0 




01 






CU 


c 


rH 


1 




a 


•H u 




H 






-H 






1 




•H 


U 


m 


6 


o 


CD (0 






c: 


m 


4J 


I 


10 






0 


0) 


CO 




n 




•H 4) 


U-l 


C 


<a 




-H 




■H 


rH 


rH 




-H 


OJ 


4-1 


4-1 


CU 


^ -a 


0 


0) 




XJ 


to 


CQ 






HH 


a) 


H TJ 


0 




n 


ft 




UJ 


w 




O 




xt 


+ 




u 








TJ 


<u 


E OJ 


<U 


3 


-H 


o 


a 


CO 






TJ 


fO 


f 


OJ 


fa 


(U 




0 u 


rH 


4J 




xt 




V 


QJ 


11] 


Qi 






o 


rH 




c 


U P! 




<U 


XI 




OJ 




Vh 




TJ 


c 


U 


c 


i 




0 




B 


Xt 




a> 


X T3 


O 


0 




o 




4) 




rH 


•H 


[fl p 

Q) & 
TJ <l> 


U 






M 


JJ 


-H 




JJ 


rH 


•H 


CO 


& 


u 


o 


JJ 


o 


u 


CM 






CQ 


S 




O 


JJ 


OJ 




0 




a 


vw 


ft} 


H X! 


0 


CO 




rH 


X 


a 


TJ 


0J 




o 


cu 


-H w 




01 


r- 




JJ 


u 


T) 




<l) 


cu 


•H 


to 






> 


V 


rH 


0) 


rH 














> 


JJ 




rH 




0 OJ 


fO 


JJ 








CJ 




§• 




o 


OJ 


CO 


l-t 




0) T3 


Vh 


Ci 


6 


o 


1 


T3 




0) 


«-f 


-H 


OJ TJ 


M 


Xt 




rH -H 


V 


-H 




m 


o 


-H 






XI 




rH 


■H 


CU 


rd 




U U 


C 






in 


a 


CM 


>H 


as 


JJ 


u 


JJ 


C 


rl 




73 0 


0) 




Q 




CO 


0 


rH 


0 


Vh 


a 




0 


OJ 


OJ 


se 




Dl 


an 


H 


to 


re 


a> 

r-t 


H 


c 


a> 

•H 


OJ 
CO 


& 


OJ 
rH 


cn 


0) 


0) 


rH U 


QJ 




a 




u 


u 






OJ 


cu 


rH 


u 


cu 


V* 




0 3 


^! 


to 


pa 


in 


o 




i 


X! 




Vh 


O 




X! 


Ck, 




4J 


■H 


w 


H 


u 






JJ 


ft 


a a 




JJ 



WO 01/22920 



1474 



PCTYUS00/26524 





















































































































o 








































































































































































































































































^ VO 
































































cn m 


CM 






n 


CO 


cn 


■* 


t> 


c> 


CO 00 


CN 


in 




o 


o 


cn 


on 


cn 


















< 


<*> CN 


o n u 


on n 


fN 


CN 


in 


O 


CM 


VD 


CN 


in 


CN 


CN ^ 


in 




H 


CN 






























VO fl [**• (N 


r> vo 


vo 


H 


rH 


o 


r» 


r- 


TJ« 


*t 




rH Cn 


m 


VD 


r- 


O 
































n vo 


H 


VO 


on 


cn 


(N 


o 


rH 


CO 




rH rH 


m 


O 


o 


m 
cn 


S 






























VD (N 


VO 




cn 


CO 


t-t 


H 


r- 


i-t 


r> 


CN O 


n 


H 


cn 




























- <C 


- n co. co 


CN o 


cn 




vo 


H 


VD 




Sl« 


rH 




in r~ 


ro 


VD 


CO 


H 


























CO 






s a 


H 


M 


H 




W 




H 




M 


M M 


H 




H 


























o 


CN 


r- 


H rf, < VD 


























rH 


CO 


O CN 


m m 






















































*< 


E-i 


H in 




























































cn m 


a* o\ c\ 


vo r- 


in 


O 


cn 


cn 


H 


00 


O 


rH 


cn 


cn vo 


rH 


in 


VD 




rH 


in 


CN 


















- 


* 


of cn 


ftl (*1 M - 


rH Cn 




CO 


o 


VD 


rH 


H 


rH 


in 


CN 


co in 


CO 


vo 


CN 


rH 


X 


CN 


J 


£ 
















r- 


in 




in r- os 


co r- 


vo 


n 


vo 


cn 






CO 


m 


o 


r- cn 


m 


*r 


VD 


in 
























tn 


r- 


- la 


« in co ci 


co r- 


rH 


t»» 


rH 


o 


cn 


CN 


CN 


o 


cn 


CO o 


H 


ro 


VO 


O 
























cn 


rO 


o 


H C VD 


m r> 


tH 


^* 


CN 


rH 




O 


r- 


in 


vo 


CO rH 


on 


CO 


cn 


VO 






n 


















CO 


*r 


Ul - 


iH 00 O Cn 


r- vo 


cn 


CN 


cn 


CO 


-* 


m 


00 


rH 




o cn 


m 


vo 


VD 


m 


























ro 


r-. xy 




M M 


M 


M 


H 




H 


H 


H 


s 


M 




H 


M 


M 


M 




























vo in 


in ri, ri, vo 


< < 


< 




rfl 


% 


< < < < 


< 


S3 


rf: 


< 


< 


< 


























5i 


cn m 


























































<c 


H oo 




























































\o 


n r- 


^ r- 




O 


o 


in 




o 


O 


in 




VD 00 


in 


CN 


tH 


CO 




o 


b 


















in 






« CN CO 


O Tjt 




VO 


in 


CM 


vo 


CN 


rH 


cn 


H 


in t»» 


CO 


CN 


m 


ro 
























rH 


in 


o 


h r- in in 


r-i rH 


vo 


vo 


o 


r- 


in 


CN 


rH 


rH 


^ 


VD 00 




VO 


CN 


vo 


m 






00 
















O 


00 


CO 


rH CN in CN 


cn vo 




"J 1 


an 


o 


VD 




VD 


O 


on 


cn o 


in 


cn 


in 


rH 


rH 






VD 


















r- 


r- cn 


tn t*- vo co 


cn r- 


r- 


H 


VD 


^ 




VD 




r- 


rH 


t> VD 


o 


r» 


CN 


O 






in 


O 
















m 


co 


CO CN 


iH rH VO CN 




VD 


VO 


CO 


o 




m 




in 




o vo 


CO 


VD 


VD 


VO 






CO 


on 
















H 


m 


r- vo 


r- 2 rf ^ 


H M 


H 




H 


H 


M 


M 


H 


H 


M 


S H 


M 


H 


H 


M 






r> 


o 


















m 


vo ^ 
m r- 


h < 3 a 


< < 


< 




rf: 


<( 




< 


< < < 






< 


<< 






tn 

H 


rH 




















< H 




































M 


s 


< 






















VD VD VO V 


O rO 


vo 


in 


CO 


cn 


CO 


o 


in 


in 


in 


O rH 




o 


CN 


CXI 






















m 






O Ol f o 


VO 


in 


r- 


CN 


m 


cn 




in 


o 


in 


r> n 


rO 


cn 


O 


vo 






cn 


















vo 




vo in 


ro m cn o 


in rH 


cn 


t-H 


m 


o 


CO 


ro 


CO 


in 


CO 


CO o 




vo 


n 


in 






CO 


















r- 


h as 


m H cn in 


CN VO 


vo 


O 


CN 


o 


r- 




CO 


o 




00 CO 


cn 


n 


CN 


r» 






r- 


t- 
















rH 


o 


CO CO 


cn cn ^ vo 


O CO 


H 


in 


cn 


r- 


00 


CN 


CN 


in 


on 


VD VD 


00 


vo 


in 


^* 






in 


m 


















H 


in ct^ 


o r* o cm 


r- co 


CO 


CM 




<N 


o 


VO 


vo 


H 


vo 


in h 


in 


CN 


cn 


m 






o 


cn 
















H 


cn 


Ol o 


M M M S 


M M 


H 


H 


H 


H 


£ 


H 






M 


M S 


H 


3: 


M 


M 






on 


in 


















pi 


H Cti 


< 41 « < 




a 


S 


< 


<: < 


•< < < 


< 
















D 












id 4-1 


Q 






































vm 


4-1 






M 












0 4-4 


H 






































0 


0 


















(I) 0 
















































a 












a 








































H 






W 


M 










V CO U 


pq 








































Q> 






to 








§ 




£ in 4) 


44 tfl 


01 






































cn x> 


O 












3 rH 0) 


0 a 


JJ 






































0) 






c 


fl) 




tt) 


n 


td <u 


o u 




rd 




































0 


JJ 




CO 


•rH 


<t) 




Xi 


o 




■Oi) c 


10 -H 


OJ 




































JJ 


c 
















Dl-H 


D C id 


d 


U 






































•H 


(0 


0 




Ol 






tt) 


C k 


1 «H 


•S g 


0) 




































rH 






•H 


i 






c 


ci 


-H U 


(d rH fd 










































d 


(d 


+J 


0 




^* 


0 


o 


cn u 


C 


U 0 


CO 


^" 


































c 


rd 




•H 




-H 


H 


>h 






«W C <d X! 


-H XJ 


■H 


H 


































<U 




x! 


CO 


to 






4-1 


O 


M T3 


0 «) 4J 


cn cn 






































OJ 


CO 


JJ 


o 




X» 


+ 




U 


& 


a) ta o 


O 


XI 


+ 


































3 




0 


Oi to 






Tt 


m 


€ tu 


(d 3 -H J3 


ft m 






































JJ 




XI 




a> 


tt) 


id 


0) 




0 (J 


H JJ 


a) 


0) 


<d 


































<D 


x> 




CD 








TJ 


a 


u d 


3 a) ja <u 


4) 3 






































X) 




GJ 


xJ 


tj 


tt) 


0 




0 


0) 


e xi u 


X! 


tt) 


0 






































U 


4J 




x; 


jj 


r-i 


-H 


cn 3 


U - 0) 


JJ -H 


XJ 


jj 




































n 


V 




CO 


3 




U 


JJ 


a D 1 0 u *r x; 


n 


3 




































4) 


iH 


J3 


0 


tt> 




r-H 


X 


C t3 « 


"W tt) r-l 3 


o oi 




rH 




































3 


JJ 


u 




(d 


<u 


<U 


-H to 


oi r- 


JJ u 


Tt 


fd 




































r-l 








? 










H S) H - 




C 


& 


































4-> 






TJ 


u 


id 


g. 


>1 


g 


O OJ 


(d u *• in 


-O 0) 


m 






































o 


00 


C 


TJ 




a) 


iH 


-rH 




^ C O cn 


C3 *D 




« 






































CN 


0 








X> 




<— 1 -H 


cu h Sa m 


O -H 










































o 


a, u 


m 




fO 


U 


U JJ 


C rH 


Cb U 


m< 


u 


































Q 




ca 


O 


H 


0 






3 0 


<U SO 


CO 0 


rH 


0 


































C 


M 


0 


a) 


CU 






0) 


0) 


c o 


til C H O 


a> cu 


r- 




































td 




JJ 


u 


r-i 


rH 


c 


4-1 


m 




re 4J 


U rH 


rH 


c 


































a 




u 


L> 




(d 


4) 


V 


r-i U 


o> o 


M U 




id 


































CO 


W 


m 


0 






x: 






O P 


xi co ta in 


O 3 


g 


X! 


































•H 


01 


r-i 


u 


c 


1 


+> 


(X 






u c 




4J 




































877023 
















9HL05 1 




























































w 




















































































































































































r- 











































































































WO 01/22920 



1475 



PCT/US00/26524 



^ VO i 



CN O 

H O 

vo q 
in 



i o 

I m o 

, o\ U 

: vo «c 



i - -«r 

i r- o 

I CO o 

i O U 

! (M < 



i CN in 

in r- 

> cn ro 



vo m 
o <H 



oo oo 
vo vo 
cn o 



lass 



VO C- 

m in 

in o 

Pi in 



in 

cm - 

r- oo 

-tf CO 

o in 

fM o% 

5 

< in 
m 

in - 

•* r- 

r- H 

vo o 



in 

oo - 

o fM 

cn n 

^ t- 

r* r- 

H Tt 

O fM 

r~ - in 

cn tn <r 

00 (N CO 

co m id 

H co r» 



•<f in m 

in cn co 

m co r- 

r* o co 

cn n lO ' 

Cft £ H 1 



r~ r- o> cn 

H r> (N 00 

co H i> cn 

o r- ro o 

a h cn 

ft * <( ro 

.3 -5 

fM - 00 * 

vo co in r- 

^ cn cn cn 

h N Ol H I 

H CTl cn in < 

M CO M O I 

< rH < 

H <C I 

- < - 2 < 



CN - 

r- vo 
3 Ch 



cn 



r- m o 

O H Mfl 

vo cn o in 

r» ro 

H tJ> H Cl 

2 < cn 

M 

, - - < 

N co m 

o> o o - 

CO O CO CI 

m n ^ 

VO CM O 

h CO T H 

H M f£ 00 

4 < 2 3 



vo < 



in 

- o 

o\ in 

r- cn 

o r- 

rH O 

co 3 



i cn m 

i m in 

I co <N 

i cn o 

i IT) CO 

i P P 



m id 

o o 

ro co 

rO Q 



m - 
o o 
ro n 



- 0>! - 

cn m o l 

rH O rH t 

CN CO (N f 

O P © < 



- r- - 

ro vo co 

cn h m 

ih r- o 

o n o 

co 2 oo 

Q < Q 



in m 
Q P 



vo vo 

CTl CN 
10 O 

r» h 



vo cn 
in o 
o oi 
o H 
CN VO 



. V0 5t* 0\ 

ID W H 

. rH rH VO 

O O CTl 

oo co in 

• Q P P 



CN CN 

O O 

CO CO 

p p 



N I s - 

n cn co 

H o r» 

o o cn 

oo co m 

P P P 



cn 

vo CN 

cm cn 

o Cft 

co in 

P P 



vo in rH 
C- OA CO 
OHM 
1/1 o ^ 



flj (rf H CO H 

2 < o P u 



ro r- 

co CN 

CN CN 

CO o 

in co 

p p 



CD U ra CD 



uh 4H 

CD 0 0 

XJ t- CD 

T3 3 in 01 X) 



OUT) 



H 

o 

w : 

d ■ 



■, ^ o 

\ CD VO 
X! Ch 



a 

to i 

i W i 



4J tn-HfljJdCC 



-h u fd H 



tJl *H 



H 1 
0 I 



>, cJ o a) <u u 

H -H (I -H | 

ro u u ±j a 

H d 3 O <U Si 

OJ CD C CD 01 CS 

u-i to >, r-i ctj 

IU 0 H U 0) 



d <u . 
d as 

<u x: 

oj to xj 

S H 0 

(D X) 

XI a) - 

- H ■ 

U in qj 

CD rH XX 

CD - 



*H U flj rH 



cd in 
xl ^ 
3 in 0i 



VJ I -H 



ftj B V 



. T3 QJ 

I d T3 

i 0 -H 
t (X -U ! 

cn 0 



0 (D 

) (IS 3 

) rH JJ 

: 3 <d xi o 

) E X) H 

I M - <U 

r o u vo x! 

I IM <U H 3 

» cn r- 

H (U H - 



JJ -H X! JJ 



4J -H W H O C ! 



U U JJ d 

C 3 0 OJ Jsi 

0 d CD 01 G 

W S H « 

0 H U (1) 

H 0 3 X! W 

ft a d -u -h - 



E d-H y ni h 

O 0 CD Dl 

U -H CD d flj 

iu CD U TJ 0 (U 

Ma <i> tn 

■O co E cd fd 3 ■ 

<D 0 O rH JJ 

TJ d U d 3 CJ XJ 

3 0 <l> £ XI 

rH -H CO p U 

u jj cu b 1 0 rH 

X d TI 4> 4H CD H 

CD CO -H w oi r- 

> JJ H O H 

>, d o ty rc jj •■ 

rH -h cu T3 U dO 



jj u jj a 



O CD CD r** 
JJ M rH H d 



o 

v d a 



a 

: jj -h co 



WO 01/22920 



1476 



PCT/US00/26524 









































































in 




























rH 






































































ro 










































o 












cn 




vo 




ro 








r* 










































o 












V£> 




cn 




on 


to 


H 




r- 










































00 












CM 
rO 


CO 


CM 


r* 


r- 


r* 


rH 


r- 












































Q 












CM 


VO 


rH 


rH 


rH 


H 


















































r- 


o 


cn 


*r 


o 


ro 


VO 


CO 


3 




00 




2 














































CN 


vo 


in 


rH 


H 


cn 


ro 


o 


< 


< 


P 


VD 


< 












H 






























on 


00 


vo 


o 


CN 


O 




r- 




VD 








r- 




on 


CO 




VD 


ro 




























cn 


CM 


e'- 


IT) 


cn 


rH 


in 


<r 




rH 


< 


co 








rH 




H 


in 




in 


ro 




«. 
























in 


H 


en 


OJ 


m 


in 


r* 




t- 










tn 


^ 






o 




n 




r- 




























CM 


cn 


o 


o 


P 


a 


U 


U 


*r 








ro 


on 




s 


ro 


cn 


CM 


ro 


r- 


r- 




























tn 


in 


in 


00 










CM 




CM 




in 


VD 


O 




00 


r* 


m 


^ 


r* 


r- 




























M 


CM 


P 


P 










O 




rO 




00 


in 


O 




o 


H 


<o 


CM 


rH 


rH 




























< 


in 






cn 


oo 


co 


CM 


CD 


r- 


in 


H 


r- 


o 


03 


cn 


VO 






H 














3 ™ 




















H 






CN 


r- 


oo 


O 


P 


in 


03 


O 


ro 


CJ 


P 


in 


ro 


< 


1 


< 


% 




1*4 




«; 
























< 


CO 






in 


rH 


ro 




rH 




rH 








r- 


3 






































VO 




00 


CN 




in 


* 


o 




O 


ro 


oo 


< 


* 




H 


























p 


in 






? 








iH 


O 


rH 


o 


i-t 


00 


vo 


00 




in 








in 




CO 


r- 


r* 


cn 


T 


CO 




VO 




rH 




VO 














o 


CM 


o 


o 


U 


ro 


in 


O 


co 


p 


< 


P 








Q 




CM 


VD 


H 


o 


H 


rH 
















^ 












CM 


00 


00 




S3 




rH 








ro 


o 


on 




ro 


in 


cn 


H 


cn 


cn 


O 




rH 


00 


cn cm 


> 




VO 






rH 


ro 


O 


i-t 


CM 


Q 


a 






■0* 








o 


on 


00 




in 


CO 


r- 


CM 


00 


CO 


on 


























o 


in 






in 






cn 


H 






-<»• 


H 


r- 


r* 


o 


CM 




VD 


in 


r- 


r> 


r- 




























CN 






cn 






ro 


in 


e'- 


00 




H 


rH 


H 


in 


CO 


ro 


ro 


ro 




rH 


H 




























in 


ro 


cn 


cn 


00 


in 


^ 


en 


cn 


CO 


in 




? 


CM 


in 


3 


3 


3 


3 


3 
























5 




r~ 


M 


00 


00 


o 


io 




O 




CM 


00 


O 


P 


<c 




r-t 


Q 












5 U 


«; 
















in «, 




CO 


in 


CN 




CO 




o 


r- 


vo 








in 








































cn 






CTl 


P 


O 




Q 




E- 1 


rH 


ro 








P 


























H 






p 












in 


in 




00 












3 


u> 


rH 


U) 




o 


r- 


rH 


H 


ro 


o 




1 


ro 


H 


VO CO 


o 












ro 


■«r 


H 


in 


P 


P 




Q 


rj 




on 








r- 


O 


ID 




r- 


o 


in 




•tf 


CO 


in 




VD 


in 


in cn 


in 




r- 












U 


ro 






o 








00 


in 






ID 


in 


o 


^ 


rH 


o\ 


vo 


CO 


in 


cn 


r- 






H 


CO t* 


cn 


^ 


r- 


r- 


ro 




in 


r- 




CM 






rH 






H 


00 


o 






r- 


r- 




ro 


CM 


CO 


cn 


o 


cn 


CD 


oo 




CM 


in 


in r- 


p* 


in 


r» 


rH 


r- 




co 


r- 




in 


ro 


CO 


VD 


r-i 


CM 


O 


r- 




CO 


r» 


r- 


r- 


CO 


H 


in 


r- 


VO 


VO 


ro 


r- 


r- 


ro 


tn 


o 


o P- 


VO 


00 


in 


cn 


CM 


^ 


r- 




on 


CM 




t- 


CH 




CM 


o 


rH 


in 


o 


r- 


ro 


rH 


H 


o 


ro 


rH 


ro 


ro 


CM 


H 


T-f 


tn 


ro 


OO 


Cn rH 


ro 


r- 


in 


m 


in 


cn 


ro 


rH 


r- 


m 


o 


ro 


in 


(N 


O 


00 




r- 


m 


o 








CO 




3 


3 


3 


H 


3 


3 


VO 


% 


s 


H 3 


3 


VO 


H 


CM 


<f 


in 


1 




o 


AI 


o 


o 


Q 


O 


H 


Q 


3 


ro 


cn 




S 


1 




p 


% 




cn 






< < 


< 




< 


in 


P 


P 






rH 


CO 


00 




GO 


in 








in 


H 
























in 














r-t 










ID 




Q 


Q 


cn 


P 


O 


o 


H 


< 


P 


U 


ID 


CM 


H 


CM 


H 


in 




in 


O 


cn 


00 




if) 




cn cm 


cn 


CM 


CO 




r- 


VO 




O 


Q 


CM 






o 






1* 


H 








O 


r- 


H 


VO 


r- 


r- 


CM 


o 


CM 


CM 


o 




CM 


r- 


O CM 






o 




cn 












VO 


CO 


*f 


rH 


ro 


<tf 


00 


CM 


ro 




**• 


\o 


in 


r- 


H 


r- 


O 


in 


O 


ro 


on 


r- 


in 


rH 


o r- 






tn 


cn 












CM 


VO 

ro 




in 


in 


r~ 


r- 


O 


ro 


H 


CM 


tn 


t> 


r- 


CO 


CM 


00 


cn 




on 


cn 


CO 


o 


CO 


CM 


cn r- 






r- 


>* 


r- 








cn 


in 


fM 


o 


fM 


ro 


r» 


ID 


rH 


CM 


CM 


r- 


r- 


r* 


r> 


in 


r- 


r~- 


r- 


r- 


r- 


r- 


■tf 




in 


r- r- 




O 




cn 


r- 


ro 


rH 


CM 


o 


CN 


o 


O 


ro 


o 


cn 


i-t 


ro 


O 


rH 


"1" 


ro 


ro 


H 


rH 


ro 


rH 


rH 


rH 




rH 


H 




ro 


ro 


rH rH 






rH 


o 


H 








rH 


m 


00 


00 




00 


in 




5 


00 


in 


H 


3 


3 


3 


3 


3 


3 


3 


3 


3 


3 


3 




3 


3 


3 3 


1 


i 


3 


00 


3 


H 


I 


M 


in 


H 


Q 


p 




P 


P 






p 


P 


CJ 








« p «; 








P 


< 






EQ ID 


U 




































































to 


































































X) 


0 


C 


at 
































































T3 


to 




<D 
































































C 


C 




u 
































































OS 


o 


g 


cn 
































































(0 


it 


ho 


is 


^ 

rH 
































































cn 


[0 


































































-U 


0 




Si 


+ 






























































O 


a 

CJ 


10 




































































ue 


re 


CS 






























































<u 


X! 


T3 


0) 


0 






























































u 


JJ 


•H 


x: 


4-> 






























































OJ 




10 


? 
































































J3 


0 


0) 




r-t 






























































3 


iJ 


rJ 


TJ 




































































<u 


an 


qu 






























































0> 


§ 


TJ 




QJ 






























































m 




■H 


































































m 


ft 4-> 


r- 


































































(0 


0 


iH 


0 






























































O 


V 


o 


r- 


































































rr 


cl 


H 


an 






























































in 


0 


3 


d 


XI 






























































r-i 


o 




» 







































































WO 01/22920 



1477 



PCTYUS00/26524 



vo o 
r- b 

in < i 



in in i 

oo in i 

o H 

o r- 



oo r- 



.2S 



vo in H vo oo 



< in 

<N 
- O 

9 



co m i 

r-t ' 
O M 



If) if I 

co 

U) H CD 00 N 



in r- 
in r- 



. Ol H N O 



rH J 
O 3 



in co 



i*> in i 
3 o 

in i 



in m < 
m m i 



Tjt co 

N CO ^ 

r« o v 

! CM O CM 



> - 00 

) h H 

3 co 

1 rH 

S VO >H 

i vo 



id in 

m co 

vo ro 

oo o 

in vo 

o o 



Sco in 04 
h vo » 



o\ r- n 

o ro 

W U) H 

in co o 

co in 

a h 



o r- 

(N CT> O 
in rH 
- O 



_ n 

O - CD 

^ CO U) 

CO (N < 

O rH 

O U> - 
V0 



HOW 
CO OM< 
(N VO 
00 VO - 
O H H 
O O rH 



cr> co 
CM r- CO 

00 D 00 



ifl N n 

co en o 

co r» 

Q vo <t 



1 00 o 

CN CN 

cn r- 

vo vo 

■ rt! < 



o in 
o en 
in 
CN 00 
vo 00 
< < 



cm in co 

(N Ol N 

o <n H 

y> ^ o 

cm ch in 

Q *U h 



CO t}* (N 
(OHM 
H VO H 

r-» o 
H m in 

>H P H 



ID 1/1 N O 

0 H ft O 

01 vo h in 
< vo n Q 

-as 

oo in 

o - - 

co cm m H 

vo ^< vo 

h co vo in 

O <Ti O 



cm vo 

00 vo CM 

O rH H 

O O 00 



in w 

i_n cm ro 

co in t*» 

< cn X 



n o m 

VO r- rH 1 

< < a 1 



ri h N 

o r- m 
vo «*♦ CN 



3 - 



n n o o> 
o> * co vo 



H o 

o co 

m 2 

55 <C 



rH t- 
CM 



ft, VO 

- - - <C (N - - - 

co vo o m n in 
co r- 
co r- 



ocNCNnHcor-mrooorHnr-M 
T^ococvr-corHmvor-mrocNCO 

riJo\voa\incMHMcoooAr-o^f 

rHnjOir-rHf-O^inCftCft^Ul 

.yuo^^oio^mH^ sj> m o\ 

CMH2HHM2WHSWIHrHM 



rH 00 H O 

cm ^ r*- 00 

CT> ID O VO 

S3 



OCN^fCMVOCl^rHCNrn 

o^NHhincomnCft 
ina>c^orovoinr»xj , cM 
ini/iifritncjihoiinn 
ci o (N o U) n 

O VO rH in CO H VO . 



H (J\ (N O 

< (N O O 

H ■* 

- VO O CM 



t*\ H r» o 

O V N * 

VO 00 f) O 

r- cm 



42! 



vo 

. - * - 

cm m vo ro 

0i in vo 

m vo c- 

-ai to h 

r> H tj< 

r- o\ o o 



CM 



iAHCT\conmwoo 
N n «> co y) «3* cd 

or-ovoooin^ocN- 
mmomoMn^Ntoh 

^♦LninoorHinooomin 

< < < < < 



in a\ r- vo cfimh^^HmHHNffiHin 
m r- r- <h smHino>^Hinhro^t»U)co 
mn»0)(OMhri^r*lo«)(*)a)oo**o 

o^HmH^iDrotfHnMovo^ojrno 

fOt^OACftO^in^CMCOCnHrHCOOVOVOin 
MHHiCC^MHMrHrHMSSt-IJMrHrH 

,<rtrt:3»<<<<<<.<a:<i<r<<i<<o:.« 







ITS 












0) 


0 


0 








n 












V 


0 


u 










CM 


0) 






TJ 


1 


CO 




rd 


0) 






w 






XI 




0 


4J 


■0 


tn 


•rH 




-u 


c 


C! 


c 


u 


1 




•iH 


cd 


-H 


V 


at 


rH 






tn 


CO 






c 


nt 


•H 


<U 


4H 




fO 




rH 


-o 


0 


V 




Xi 










CO 


4-t 


I 1 


CD 


<8 




-rH 


0 


O 


U 


rH 






45 


u 


c 




cu 










1 






OJ 


es 


& 


0 




CO 


u 

CU 


-a 


V 


HH 


<U 


H 


s 


•H 


CO 




tn r- 




4-> 




rH 


<D 


rH 




O 


a> 


rd 


4J 






0) 




}H 


C 


g 




rH 


-H 




■H 




ro 


u 




S 






CO 


3 


0 








C 


(1) 


0) Ci 


H 


0 






n) 




u 


rH 


u 


a) 




a 




O 


3 


X! 


to 


w 


in 


a 


c 


AJ 


-H 


to 


H 



a 

pq rH 

O *J 
S3 (0 
(0 -H CD 

C rH 

.si 01 . 

ii O 10 4 

•H -H H 

(0 CO 

O J3 + 

a cu <a 

0) 3 rH 

43 TJ cy o 

4J -H Si XJ 

W S 

O 0) rH 

AJ VH TJ cd 

xJ <u S & 

C TJ <U 

0 -H - 

01 4-» CO U 
CO O rH O 
H) Q) I- 
rlHH (J 
rH U " 0J 



WO 01/22920 



1478 



PCT/US00/26524 



«omr^r*a)VOMr^vomojMOWC\OM^uiHHHinino\oor^t-400)<^c>cor>^ 

inWHVD\D^H\OWVO^C^O»rOrOMrot^Oroi/lr^rHOrnmOT|*OinmM^(Nr-'<J' 



infl\nn\o(MDNHinooNHONiflOinoMO(nrnr'«)HW)r>eo^o(ni , ma)Hft 
(DinNino^airiuiorii/ltnomajcooiroorinNOriinonHWWNeoNflO 



a>or*ic^coa>k£)<^oor-CT\noor-r-r~ ror-*Htocna>^u>u>invomrN|0\ror-vr>\o 
ajrHoDOO^r-ujffimr^ujcriinr-ioo -ff\cNOOTj<criCDcri(NVDoor-r Y >HOTV£i 

o)t^ooiHVOiHrif^«o\Of^\D^r^inMMt^<ximooH<T»ajU)^tn(NOOff\Mvx>o«>in 

rnMcor^oocn^^VDO\voHOi\Dtno«>a\mrHrnHOfovDOifl^r^oo^o^oo 

S^ MS MMHHMMrfjMMMSWmH3WaSMH^HHH^3HSMj 



(OHI'MnONOIflOrKNNOhaiHrtHO^Mr'OWM'lOWOrHOmjOOIH 

(NMffloiHHomtDhin^ONmwoncotNnoHOirioifficorioimi'ftnwo 
r^oMrHo^oHo^Hr^ooMiH^in-*t^rHin«*intn^'ert>icnr^fn(^i-tinrnvoco 
r-oop'OnOowmmHwoohrtffloooMO^HiiiTi'oofflinNDwr'Mn 
a>(^M<Dcr»rnvoo^a\rnt^rovo<ftHcoor*o^(DrocoofnLninro^HoHVoo)<nro 
winuwo««iwohintfON«rti»iDininoo(Nn\flinpiOHfirinwB)o)eo 

HHMIHSMHHjMHHJSHHHHHHajMSHHH 



WO 01/22920 



1479 



PCT/US00/26524 



CN VD 0" H o co 

n ri *r o cm n r- » » r- - 

rgcri vd oo *r i/ioOtj* m ^ H 




^ ^ q - co cnj o\ in r*i m ^* co * * cn - 
o o vo h r- r- cn cn vo cn m ^» in h in n 
mont; (*i n o h h o h Xctivo oo en cn u? oo 
r- (J m a\ tu Pt, JJ rH ^ m ^ ^ (N n oi 

co < * > h cn < < - 5! 2 - >* - - oo - - - < o o r- r-t - cn 

voinH(MO\rjmu) r- h J oo o cn ma J J o io ^ j h o J in 
HmHoorivDD) • in o < m - - cn - - co -m\o<rt;cocncn » ri, H U < n o 
r- i-i ro vo ro ro cn vo cn ooioho\^wo\in co co m rH J ^ J 
eo o cn co in © cm - vo r- o - »ininr>mcovor-oro - - rH o r- - < - - r» ri, 

nO^N(MO>Or-hHO\OnNOHriWOOOn«HHmHn«) CTl rO rH 
lOCOrlOO(NU)Cl , il , OOrlOO\HN(NHO( , 10l < 10HH(AOOrll/1W » 09 > H 

HHSH^HSm^tqhOithajMfcroriUrnhJOUJCdhJuJOiuJComJri 
<d;rf<3<4:^D<<^coNH<oH<Hrt!fl!rtrt^<;fl|(j;r-moiinrt;(N 
oo 00 © J J &4 w) cfiH cn m r- vo in 

- M - - - X ri; -Sri; -3 - - < ri - - - - O ri X X -00 

h n ^ h m o fo m o co *r n fa r- vo <n En m coin 
n o h (Ti o w m - m o vo - - r- -in - - vo » h m - <( 01 « h <n <{ J - - n < 
iO(n(M^mrio\(n(nm*o3^N*inho3ininnno in w vo 0 n 0 h 


in 
in 
in 


713, AW274 


vor-vDOoor-tTjtr-oor-r-rHOvoncoTi'iDfNcnoH - r- 0 n m - - co h 0 

OinOTTOOOODOOrHCOmOCOHrHMr-ICnOOCOOOi-IOHHtNOr-rnOOl^ 

S x - - - 


, AA039 


NOivinrjMHrtfinnionn tshweohiomo vo m h vo U 0 
(D<nO') , (^r ,, inHf)iO'i , Hr<(Ji *inr*H^inc^^vo »^*ininvo - rij » -in - - 
!^Hin^o^r^r^f^OHcr*rHOOin'*voorv]inpHChornHcoco'<t«Tj< 0 m in cri m 
cnmrnr-<*Hr~vo^t^oorn{N^m(*ifocor*oinoroocNr-to , ico - ri co rg rj< 
rtmoioDMiDWOOrtminriNW^HninnHNooNinii'HtfOOHinMfooi 

T)^^^00)f^l/^OriOOOHrilOOrlririHriri0^fONriOri^fM^H^^^ 

h A J h ^ 


, AI700341 


lfllfl(NOtNH(N(N(D00100(Ttpl^ffiailDrifflOM^O(<1Miri in 

a>nr^<Nr^Tj*coin^^^or^incNC^rHc^ino)oco«}rjvcicocovD - - - - m vo 
lno^n^^^)^flN(l^w^l^^o^(^ly)o«)(nHHO(oolflMrtlnn(n^T^«^^a3 
lD^fHeoc^l»NVl^lMOoo)^ortncll^r^on^DO(»l^(^(^«o<^rt^o\o 
roro^^^ocNcocNrnincnHrnHHHHintNinrioinf*>rnTjtrHr-crir^^ , Hr-H 

VO^OrirOCnOr-rirHOOrHrHririririOriOrirHOririOOOCOriCNOOr- 


AA452295 




Preferably excluded from the 




877029 




S0237 | 




O 
X 




\ 1719 



WO 01/22920 



1480 



PCTYUS00/26524 

















































































































































































































































































































































































































































- * Q 




Q 


Q 












































































































































in 


vo <* © 






























































00 


oo H in 






























































r- 


o o m 






























































tn 


m o 












































ro a 0 


















m 


co o n 






























































*r 


O n o 












































< - Q 


















H 


H 5 >j 






























































< 


< a: < 






























































































































































































CN 

n 


VO VO rH 




























































1 


CO H H 










































0 




^* 


° 




O 


Q 


«. 






fN 


(N fl (*1 








































_P 


s 


in S S 


rj 












ro 




o 


(N O (N 












































O rtl Q 




Q 


Q 








r- 






n CN (A 


























































ro 


r- 


o 


m o ^ 


























































0> 


t> 


H 


M 2 M 


























































tn 


0 


< 


< < 








































«. 


















a 


'j* 
































































rH 
































































O 


m 


N O N 








































in 


in 


00 in co 


CO 


m 


CO 








H 




o 


r-l O H 








































■^f 


O 


Q Q Q 


Q 


a 


0 


a; 






H 






r- H m 








































o\ 
















0 


CO 


CO 




m cm n 








































m 


















O 


CN 


00 










































iH 


u> 


O CN ^ 


m 


r* 


VO 








VO 


CO 


VO 


o ai i> 








































r*l 


U) 


n H VD 


cn 




VD 


CN 


OA 


t*- 


f> 


cn 


H 


< < M 










































H 


O CM H 


i-H 




f*l 


CTl 




C*~ 


3 




*fi 


2 2 < 










































O 


H O O 


0 


CT> 


O 








< r< 












































CO 




CO 


in 


CO 


in 


in 




















































Q 


O O Q 


Q 


Q 


Q 


Q 


a 


< 




S 


i-t 


VO CO 


























































n 




in 


*f ■tf 0\ 


























































CTl 




rH 


m r- r- 








































0 


IN 


cj\ m m 




CN 


m 








CO 


<J\ 


oo 


M H 










































IN 


CO Ch Ul 


t> 


O 


CO 




(N 




CO 


in 


H 


CM CM CO 










































in 


(1 rl M 




in 


^< 










CM 


r-t 


O O 05 










































0 


Tjt O O 


0 


cn 


f> 








rH 


in 


S 










































H 


CO 


H CD CO 




in 


in 










r- 


< 


<: < < 








































< 


Q 


U D Q 


a 


Q 


O 


Q 


Q 


Q 


3 
















a 














rO 












































WH 






H 






































4-1 














CD 


4) 


0 


0 




















0) 




0 




















O 














Vi 


>i U 
























rl 






























a 








o 


43 (U 


CM 


^1 






8 


H 






O 




43 


CD 




Jh 
















rt 




M 






pa 
w 








E 




C\ 


tu 




»IH 


to 


CD 






E 










CD 




















a> 














TJ 3 


r> 


tn 43 


0 




•U 










TJ 






0143 














TJ 3 


vo 


0143 


O 










rl 


m cd 




CD 






c 


in 




4) 


U 


nt 


CD 






CD 






n 


fd 




CD 








CD 






C! 








0 


43 - 


0 


U T5 


Ul 


-H 


CD 




43 


0 




43 




0 


U 














O 




O 


•P 


TJ 


01 












01 -H 43 


-u 


C 


C 


c 




u 




j-i 








43" 


U 


C 


fl 


C 












Ol -rl 43 


4J 


C 


C 


C 










CD 


R rt i 






td 


0 




0) 










U 






*H 


cd 


0 


§ 


o> 












--H 


cd 


0 










d 


-rl U fd 


H 






-H 






e 


s 


-H 


O 


(TJ 


H 






•i-t 










(3 


•H u cd 


rH 






-H 










0 


CD 09 




C 


«d 


Jj 


0 


01 




o 


o 


CO 


CD 






(3 


(d 


4J 


0 






n 
g 


0 






c 


tit 


4J 


0 










■H d) w 


f3 


r0 




•H 


43 


•rl 




1H 






CD 


UH 


c 


nt 




■H 


43 












a 


rd 




-rl 


43 




H 




CD 


h 13 0 


CD 




43 


03 


to 






lU 




u 


T3 


0 


CD 




43 


CO 


01 








CD 


h Tj O 


CD 




43 


0] 


CO 








rl 


& * 




(0 


JJ 


o 




43 


+ 












CD 


10 


AJ 


0 




43 








E** CD fd 


4) 


CO 


jj 


0 






+ 




cd 


E CD <B 




-rt 


0 


a cn 






TJ 


ra 


I 


0) 




3 


-rt 


0 


a 


CO 








cd 




3 


-rt 


0 


Ot 


10 










0 U i— ( 


-U 




43 




QJ 


a> 


fd 


<U 






U rH 


jj 




43 




CD 


1) 


m 


CD 




O O rH 


4J 




43 




CD 


CD 


m 




C 


CJ C 3 


V 


43 




a 


3 


Vj 




TJ 


a 


o 


C 




CD 


43 




CD 


•§ 










O (3 3 


CD 


43 




CD 


3 


U 






0 


a) E 


43 




CD 


43 


TJ 


a> 


0 


3 


o 




CD 


| 


43 




CD 


43 




a> 


0 


3 


O 


CD 6 


43 




CD 


43 Tj 


CD 


0 














X) 


-H 






rH 


•H 


01 










U 


aJ 


-rl 


X! 


jj 






tn 3 M 






U 


i-> 


-rl 


43 


4J 








rl 


o\ 


0) 




CO 






U 


4-) 


CD 


& 


0 


U 


0 


CD 




CO 






tj 




<u & O 






CD 




CO 












tu 


H 


43 


0 


a) 






X 


c -a 


0) 


m 


CD 


CN 


43 


0 


CD 






>^ 




T3 <U *M 


CD 


CN! 


43 


O 


CD 












tn r- 


3 


4J 




TJ 


rd 


CD 




•H 


CO 




01 


? 


JJ 


u 




fd 


a) 


CD 


•r4 M 


Oi r- 


? 


4J 


)H 


TJ 


rd 








cu 


H 








Cj 






s 


4J 




rH 


CD 


rH 










3 






■U 1— t 


a> 


H 




TJ 




a 


3 






0 (U nt 


-U 






TJ 


cu 


nl 


& 




O 


CD 


fd 


U 






T3 


CD 


rd 


& 


>s 


5 


O CD td 


4-> 






CD 


cd 


tr 




•H 


d) *D H 






u> 


C 


tj 




CD 


rH 


•H 


<U 


XI 


>H 


Cl 




tn 


C 


•o 




CD 


rH 


•H 


CD TJ U 


f3 


8 


en 


§ 


TJ 




<u 






i— t *rl CD 


-H 


g 


o 


o 


•H 






43 




rH 


•rl 


CD 


•H 


§ 


0 


0 


■H 






43 




rH -H CD 


■H 




r- 




-rt 








■P 


U W fl 






a> 




CN 


U 


fll 


i-> 


U 


■U 


c 






in 




O 


iH 


«d 


U 


U *J c 






vo 


ft iJ 


1-* 


u 




c 


3 0 O 






CO 


o 


rH 


O 


M 


C! 




0 


CD 


>i Q 




CO 


O 


CN 


O 


rl 


(3 


3 O CD 


a 




03 


O 


CN 


0 




CD 


G O 01 


C 


H 


0 


CD 


cd 


r» 




CD 


CD 




CD 


01 


C 


M 


O 


CD 


CD 


r- 




CD 


CU 


5 CD 01 


c 


M 


O 


CD 


CD 


t> 






in 


(fl 




4J 


U 


rH 


rH 


c 


MH 


to 


& 


rH 




rd 




4J 


u 


rH 


1-1 


(3 


<4H 


CO 


r>1 rH 


rd 




4J 


)H 


rH 


rH 


13 




cd 


rH U 0) 




a 




U 


u 




(B 


<U 


CD 


rH 


U 


CD 




O 




u 


U 














O 




u 


O 




rd 






0 3 


CO 


w 


m 


o 


3 




43 


H 


U 


0 


3 43 


tn 


w 


in 


0 


3 












(A 


W 


in 


0 


I 


O 43 




a 


a c xj 


-H 


w 


H 


u 


t3 


g 


■P 


& 




4J 


M 


CO 


rH 


tj 


t3 




4-> 


fX 


a 


& £3 -u 


•H 


CO 


H 


0 




Z 


u 






















O 
























rH 








































rO 
























ro 








































o 
























O 








































r- 
























r- 








































r- 
























r- 








































co 
























CO 








































r-» 
m 
























O 

(N 
































































ti. 








































1 
























< 
































































1— J 








































O 
























rs 
K 








































o 
























fN 








































CM 

r- 















































































































WO 01/22920 



1481 



PCT/US00/26524 





cm 


ro 




- 

rH 






VO 




- 










































- 








ro 


<N 




in 






tn 


















OM 




































*p 


O 




VO 


CO 








vo 




m 








H 


o 


rO 






o 


CM 


























o 


cn 




cm 


m 




r> 




ro 




o 






in 


CO - 


rH 


CN 






fN 


ro 








r~- 
















CO 


CO 




o 


VO 


i-H 




r> 




rH 


fN 


H 


m 




10 


r- ro 


in 


CM 




T 


CM 


in 




vo 


CN 


o 




CN 


o 


CN 


ro 






o 


D 


rH 


in 


m 


fN 




iH 




fa 


rH 


rH 


o 




m 


00 CM 


* Q 


in 




CM 


in 


CO 


00 




CN 


rH 




00 


H 


fN 


Q 




o 






2 










2 














in 








00 


in 








O 


fN 




CN 




H 


o 




VO 


tn 


m 




< 


H 


-8 


ro 




< 






o\ 


Q 


o\ 




Q 


rH r> 


KD - 


in 


CN 


Q 


in 


rO 


tn 




in 


P 


in 


O 


CN 


VO 




CN 


M 




fH 




in 


vo 


2 


r- 




00 








in 






? 


CO o 


H 


CN 




M 




ro 


rH 


fN 








ro 


(N 


CN 


VO 




< 


rH 




Q 


r» - 


< 






fN 


r- 


rH 




Q 


r- 




< rH 


r- in 


«C 


O 




< 


< 


in 


u 


in 




rO 


< 


rH 


O 


VO 


CN 






in 


CN 




\o r- 






cn 


m 


H 




m 




r* 


^ 




VO CM 




CO 








H 




H 


in 


rO 








CO 


m 


vo 




r- 


r> 




1- o 




VO 


o 


CO 


fN 


< 


fN 




00 




- < 


X o 




a 


r- 






< 






CN 


N 




< 




CO 


X 


CN 


VD 


r» 


10 


ro 


r- cn 


00 


r- 


cm 


r- 


m 




in 


m 


r> 


o 


rH 


vo 


00 




r- 


rH 


in 




r> 




CM 




o 




CO 






rH 


CM 


H 


r- 


in 


ro cd 


in 




CO 


ro 


m 




00 




H 


o 


rH - 


- ro 


o 




r- 


in 


H 




CM 




tn 




CM 




CO 


< 




O 


cn 




r> 


(NJ 


3 r- 


CN 




r- 


3 




H 




in 




oo 


iH r- 


^ s 


in 


t> 


m 


r* 


IN 


CO 


CN 


in 


CN 


ro 




o 


rH 




in 


in 


vo 


5 


ro 


CO 


s £ 


O 


3 


H 


< 


< 


O 


n 


00 


3 


o 


H <N 


in < 


r- 


H 


in 




in 




in 


CM 


in 


VO 


vo 


o 






CM 


M 


ID 






m 




CO 














t- 












CM 


H 








CN 


vo 












in 












p 




Q 




3 






00 


3 


ro 






Q 


r- - 


rH 


in < 


tn 


in 


O 


in 


CM 


< 


m 


o 


CN 




CO 








vo 










vo 




ro 


CO 


in 






m 




H 


\d ro 


s 


fN 




M 


M 


CO 


M 


in 




o 




VO 




r- 


CM 


r> 




o 






r> * 




o 




ro 


H 


Q 




< 


o 


u> 


- u 


SC ro 


*< 


in 




< 


< 


p 


< Q 




U 




< 




CM 


< 


o 




N* 


<\J 


CN 


iH r> 


r* 


cn 


in 


r> 


o 




<st< 




o 


rH 


ro 


in 




M 


t- 












CN 








in 


CO 




CN 




in 




vo 


CN ^ 


(N 


CO 


rH 




o> 




H 




CM 


fN 


CO - 


- CO 




rf 


rH 




















in 


D 




tn 


CO 




ro 


r> 


in cn 


vo 


r- 


O 


f> 


r> 




O 


ro 




in 


CM O 


m 


CM 




ro 






r> 




CO 


in 




vo 


vo 


rH 




in 


CN 


vo 




CM 


co 


rO O 


CM 


tH 


VO 


rH 


rH 




O 


H 


H 


ro 


CO 10 


ro 


fN 




CM 


ro 


00 


in 


rH 


<j< 


co 


VO 


o 


rH 


r- 




CO 


o 




£ 


r> 


r- 


2 CO 


in 




O 


3 




fN 


CO 


CM 


s 




r- fN 


CM 2 


H 


rH 


in 


r- 


H 


CM 


CN 


o 




CM 


00 


CM 


vo 


o 


ro 




o 




H 


H 


< Q 


Q 






3 


CO 


Q 


rH 




rH in 


^ < 


CM 


CN 


Q 


r- 






O 
VO 


ro 
o 


ro 


in 


r- 
vo 


CO 


X 


CN 
(N 


o 
vo 


< 


Q 




s 


3 














Q 




Q 






3 s 


U - 


CO 


fN 
rH 




H 


tn 


U 


P 


H 


< 


in 


o 


< 




r- 


o 






•H 






in H 


of 


r» 




vo 






<* 




VD 


fN 




rH 




in 


r> 


3 












H 


a 




CM 


vo 


3 


CM 




o 






r- ro 


CN 




<f 


00 


tn 




rH 




in 


fN 




- ro 




Q 


CM 














< 






in 


< 






CN 


m 


fN 




r- r~ 


O 


rH 


00 


H 


r~ 




o\ 


cn 


00 


r- 


rt< O 


<j< ro 






TT" 






o 


rH 


fN 


rH 






CO 


CD 








ro 


r* 


O 


m 


co r» 


o\ 


fN 


o 


O 


CO 


o 


CO 


in 


in 


r- 


ro 


r~ in 












rH 


m 


rH 


CM 






ro 


00 






CN 


m 


r> 


ro 


H 


r- r> 


r- 


LD 


U3 


rH 


r- 


o 


t> 


r- 


o 


r- 


oo tn 


CM 00 


fN 


W) 


r> 


ro 


tH 


O 


m 


CM 


fN 


in 


o 


rH 


CN 




r> 


O 


CO 


H 


o 


o 


r-i rH 


rH 


ro 


ro 


CM 


H 


a\ 


rH 


rH 


cn 


rH 


o oo 




CM 


rH 


H 


r- 


00 


O 


CM 


in 


CN 


tn 


vo 


CO 


O 


CN 


■*x> 


o 


r> 




CO 


CO 


2 2 








H 




r- 




in 


H 




vo r> 


n 


O 


rH 


3 


CM 


CM 




in 


CN 


in 


CM 


tH 


H 


9 


r> 


in 




ro 


5 


Q 


Q 


< rf: 


3 


9 


3 


< 


3 


rH 


3 


O 




3 


ro ro 




ro 


ro 
o 




^« 

rH 


O 

in 


Q 


P 


in 

H 


P 


vo 

H 


o 

rO 


O 




CN 
H 


CO 
00 
























3 










33 




O 

U 






U 


Q 






< 




U 


N 






» 


O 






r~ 




in 


o o 


ON 


in 


o 


CM 


CO 




(Ti 


r> 


00 


H 


o o 






1X1 






CM 


in 




fN 








vo 






ro 




H 


m 


o 


co r- 


rH 


o 


fN 


fN 


o 




O 


u> 


fN 


rH 




cm in 






CO 






CN 


ro 












CM 








fN 


CO 


in 


cm 


on ih 


o 


in 


O 


ro 


Ch 


r- 


o\ 


o\ 


r- 


CM 


fN ro 


tH 00 


CO 


r> 


CM 


ro 




CN 


CN 


CM 


CN 


rO 


CO 


00 


vo 


CM 


tn 




ro 


o 


CO 


CO 


00 fN 


cm 


r> 


cm 


CM 


00 


in 


CO 


p- 


r> 


CO 


00 CM 


rg in 


CM 


o 


CO 


r- 


<* 


O 


m 




in 


in 


in 


CM 


00 


O 


CM 


00 


rH 


VD 


c- 


r- 


r- in 


r~ 


r> 


r- 


r> 


r- 


rH 


n 


vo 


r- 


r- 


in in 


in ro 


fN 


^< 


r* 


fN 


ro 


r- 


CN 


CM 


CN 


o 


CD 


CN 


in 


CM 


tn 


o 


O 


ro 


ro 


H 


tH ro 


rH 


rH 




rH 


rH 


O 


r- 




rH 


H 


H CO 


ro in 


^* 




H 


in 




CN 


in 


O 


in 


rH 


r- 


CM 


o 


in 


CN 


o 


CO 




















CO 


JH 








fN Tj" 


S H 


H 


iH 






rH 


£ 


H 


CO 


H 


in 


vo 


VD 


fa 


CN 


00 


3 


Q 




1 


3 


33 


3 


3 


3 


3 


3 


Q 




3 


3 


3 




<< < 


O 


o 


3 




CJ 


< 




Q 


< 


D 


W 


41 


< 


< 


< 





WO 01/22920 



1482 



PCT/US00/26524 



% rn § - c 



in <h 

\o y> o 

rH vo m 

o <x> <C 



<D ^ ^ 

oj r> «) 

TC (N « 
UNO 

~ in oi 
o < 

S3 - 



o \o o 
in in a 

M < < 



f-t t> 

O CO 



r* in 

O (N - - 

in ifl (Ti r 

go cn O in 

co h in 

Q h ci m 

H r- 

- ■» Q D 

vo oo 

Cl O ' * 



i C\ 1 



«3" rH 

oo © in in 

o m a\ 
pi m n 

-ril X H CD 



■ vo 



■ oo 



D o 
in 
* Q 



cm r- r- 

ro r- vd rn o 

U) 1< CO rl 

< in o o rt! 
<o r* 

> <C < o 

aj in 



-CO - - 

N H N 

oo t> r» 

i o h co rH n 

O N N O 



o in ro o * 



r- co - - u> 

CM OI VD CN 

aj ID (Tl fO CI 

o u> r- rH CM 

o o y> h 















*H 




ID 












id 








ID 












0J 






0) 


O 


0 












OJ 




(I> 


0 


o 












OJ 




rl 




>» 


u 








a 








u 




u 








o» 








U 




0 




XI 


cu 


in 


»H 




w 


U 






0 




4) 


CO 






m 


U 






% 




E 








o 


o 




UJ CO 


0) 






e 








(D 






4> 












TJ 


« 


VD 


cn x? 


o 


*J 








TJ 




oo 


D1X1 


° « 


JJ 










t-i 


(TJ 


OJ 






tu 






(0 




<U 


rl 


(TJ (U 






0) 






(Tt 




tu 


u 


XI 


0 




xi 




0 




tO -H 


0) 




X! 


0 


XI 




O 


4J 


TJ 


tQ -H 


C) 




XI 


0 


JJ 






-H 


X? 


u 


ti 






rt 




■U 




01 -ri 


X) 


jj 


C 


C 


c 


u 




•U 


0) 




a) 




U 


1 






<D" 


li 


ai 






aj 


d u 


1 




-H 


(TJ 


•2 5 


01 








c 


-H 


U 


(TJ 


rH 












e 


c 


■H U 


<tt 


rH 










• e 


c 


S 


0 


CO 


n 








dl 


*J 0 


m 






0 


CO CO 






C 


(TJ 


-U O 


w 


tf 


o 


o 


rl 




*H 


0) 


IM 


c 






■H £ 


•rH 


H 


2 




-H <U 


UH 


Cl 


rt 




"H X! 


-H 


rH 








(U 




TJ 


0 


(U 




XI 


to CO 






UH 


V 


rl TJ 


0 


tu 




x: 


M CO 






<W 


OJ 




VH 








0) 


to 




0 


Xt 


+ 




u 








01 


ij 




xt 


+ 


TJ 


rl 


TJ 


(TJ 


§• 


<u 


(TJ 




*H 


o 


& tQ 






TJ 


fl) 




(0 


s 


•H 


0 


a. to 






(Tt 


a 




o 


u 


rH 


4J 




rH 


<u 


<U 


(It 


CD 




0 U 


rH 


4J 




x> 


tu 


tu 


(TJ 


<U 




XI 


c 


u 


c 




QJ 


XI 




tU 3 


rl 




TJ 


c 


u c 




Q) 


XI 




tu 3 


u 




TJ 






0 




ft) 


1 






0) 


X! Tl 


OJ 


0 


3 


o 




E 


X) 




a> 


X! TJ 


tu 


0 


3 


0 


rH 


•H 


to 










rl 


+J -H 




■U 


rH 


-H 


m p 
a; tr 








u 


4J *H 


x: 


4J 


rH 


-H 


U 


4J 


0) 


& 


0 


in 


CN 


CU 


to 


■s 




U 


4-1 


0 


rl 


m 


<u 


tn 






8 


4J 


X 








<M 


0) 


<M 




0 0) 




rH 


X 


c 


TJ OJ 


UH 


<u 


fM X! 


o <u 




rH 




c: 


OJ 


<U 


■rH 


to 




Cn r- 




4J Jh 


T3 


(0 


a) 


tu 


•H m 




Cn 


r- 


? 


u U 


TJ 


(ti 


(U 


QJ 




u 




rH 


QJ 


H 






C 






> 


4J 




<u 


rH 






C 


& 




> 




& 


o 


OJ 


(1J 


JJ 








m 


tr 


>» c 


0 a) 


(TJ 


4J 






TJ <U 


<0 




>1 G 


rH 


-rl 


0) 


TJ 


U 


ti 


O 




£ TJ 




aj 


r-i 


•H 


(U TJ 


rl 


CJ 


§ 


CN 


C3 TJ 




0) 


H 


•rl 


xi 




rH 


•H 


<u 


•rH 


!5 


rH 


0 -H 






XI 




rH -H 


tu 


■H 




in 


O *H 






X) 






■P 


u 


U 










ft 


(N 




ni 


4J 


U JJ 


c; 






CO 


a u 


f*> 


u 


rfl 


4J 


>H 


c 


3 


O 


<U 


>, Q 




to 0 


tN 


0 


M 


c 


3 o 


tu 


>* Q 




to o 


CN 


0 


in 


C 


<u 


OJ 
to 




<u 


01 


C 


M 


0 


4) ai 


r*- 




0) 


<u 




o> 


B 


HI 


0 


CU OJ 


l> 




CU 


CU 




& 


rH 


(TJ 




4J 


rl rH 


H 


c 


«w 


to 






m 




4J 


U rH 


rH 


p; 


HH 


(0 


d) 


0) 


rH 


U 


fl> 




a 




V4 U 




* 


OJ 


a> 


rH U 


4) 




o 




M U 




(TJ 


OJ 


0J 






O 


3 X! 


CO 


u 


in 


0 3 


§ 


X! 


r) 


rl 


0 3 


x: 


to 




in 


0 3 


O XJ 


rl 


)H 


04 




c 


4J 


-H 


CO 


rH 


U C! 




JJ 








jj 




tvi 


rH 


U C 


2 


OJ 


CU 


a 



WO 01/22920 



1483 



PCT/US00/26524 



r- ro 
r- r- 
ro 



o ^ 
K o 



ass 



CM <Tl ID 

cn cn n 

^ co oo 

vo . tn r* 

<X) H CO (N 

Pi m o S 



. . cn 

W M (O 

N m I 

in in 

m in v 

in in r- 

in o n 

Oi I 

VD rH 

^ , 

IA H H 

03 N H 

CO N ^ 

o m m 1 

" h n i 

4 r- i 



i - 

in 
- vo 
cn ro 
o o 



oi m h i 

CO U) o I 

o < 

oo r- ( 

CM O O ( 



O O rH O O O 



I U) CO T 

i r* io r* 

N H CD 

moo 

' O <-H CN 

o o o 

; o o r 



00 H 

in r- 

M VD 

< in 



- - < 
r- o 

Wrt • 

r- cn 

n cn co 

ro cn r- 

M*l O 

H S (N 

<C < co 

H T 

! - - 4 ' 

ro 

• co cn - 

' o co r- v 

m ro rr c 

n T rH c 



U U (Q > 

a rf < 3 
3 - 



VD CO 

co cn 

ro vo 

in in 

o m 

o o 

- . . < < 

0> CN VO 

rj« VO v . 

in o o io 

in CO (N vo co 

O O O CN Oi 

o o o m -cr 

U U U m o 

< < < rH O 

- - .aa 

in t- co 

CO VD O - - 

vd r- ■<# ro co 

r- h tn r* 

o ro ro in o 

O O O CN rH 



H r*- VD CN 



VO rO 

r- H 

CO o 

r- ro 

o o 

o o 

U U 

< < 



rT o 

VD CN 

rO VO I 

vd cn i 

O O I 



H ffi CO H 

r- o vo ro - 

vo o o co o 

rl f*l «f CN CO 

m o o <h ro 

O O O CN CN 

«C < < o 
o 



CO 

r- - 

o o 

ro vd 

o <J" 

o o 

U co 



<r co ci to 
cn 

cn o o o 



i iH O 

i m U 
! o 4 



ro r» 

cn ro 

CO CO 

■tf in 

o o 

o o 

U U 

< < 



o o 
o o 



: - - - - <c 

cn o o h 

^ cn in cn - 

I VO O CO rH fl 

i in cn vo co 

lOOO^rHrOCNr-O 

I O O O rH 



3 .a 



in in v 

- n h ^ 

m co cn h 

h T O 

r- o o o 

cn o o o 

H < 4 rfl 



r- o c- vd 



fl rl O ^ I 



I rH rH o o o m o 



cn vo o 

ro r- co 

cn ro in cn 

o o in o 

co in o o 

cn o o o 



Ol W h <f o 



oo r- 
cn 
ro r* 



i-t oo I 

<p vo m , 

in r- cn i 

ro O O i 

© O © < 

i-3 U U I 

a < < i 



CO CO VD ^ VD 



VO CN CO 

h ^ ^ m cn 

H h m H cn 

o VO O CO -c 

o o ro o o 

O O rH O O 

u u u u 

< < < < < 



vo ^ ro o ' 

m rH vo H 

N 1/1 I 1 * ' 

H * MO I 

n o © o < 

O O O O ' 



i-f VD 1 

i ro ro o i 

i o o o i 

i in co o 1 



r» r* o H io 

VD O CO CO 

o n in vo m 

in r- cn r- cn 

ro o o o tj* 

o o o o o 

J U U U J 

a < < < a 



cn o 

o cn 

in o 

\o in 

o o 

o o 

O U 

< < 



-3 



CO vd in ^ VD 

. O ro cm CN ro 

co o cn cn cn 

co in ^ ro ro 

h © o ro in 

rH O O rH O 

U U J 

< rt: < a < 



N H O N H 



r- r- 
o co 

© > 
o cn cn o 



o o 
O 



o o 



CD O 

ro O 

vo r- 

o o 

o o 

U CJ 

< < 



*T> rH t*- 

^ in ro h 

tO rl 1/1 VO 

cn in in 

^t* © o o 

cn o o o 

cn u U CJ 

N < < ft, 



rHo cNr^cnvor-r-ovDroincNincNtNr- 
roin -r-r-omoroinoocncncooinvo 
onococo^*rnini"riHcoror»H«m 
mr-rHcnro^^inc^r^r-'#cninr*in^rcn 

OOrM^PfNrOOOOOOO^OOOrOO 
OOCNOOOOOOOOOOOO©OH 

jocojjjuuuuuutuoycjjij 







vw 


4-1 






ID 








o 


O 


0 






















o 






^1 


(U 


ro 


u 






u 


IH 








CO 


V 












T3 




VD 




0 




i-) 




n3 <U 






a) 






fi 


m 




43 




0 


jj 


T3 


w 


•rH 


QJ 






A 


-U 


c 


C 


§ 




V( 




C H 






•H 






§ 


01 




-H O 


(it 


H 






-H 








10 K> 






C! 


id 


U 


o 


00 




-H <I) 


U-l 


c 


t0 




•H 




■H 


rH 




O 


<D 




X! 


(0 


00 






a 




a 


(0 


4-) 


0 




JQ 


+ 




ai 


5 


•H 










1 s 


iH 


4J 








<u 


QJ 


(0 


o c 
<u 










ai 








1 






0) 


X! 






O 


m p 










4J 


*H 




u 


aj & 


O 


M 








CD 






T3 <1J 


*M 


<U 


CN 




0 


<u 






-H 10 








jj 


Vh 




(0 


u 


i-t 


0) 


H 








C 


& 


O 4> 


ro 


JJ 








cl> 


rfl 






U 


c 


O 


r- 


§ 


T3 




OJ 


rH -H 


V 


■h 2: 


cn 




•H 






U 4J 








VD 






Vh 


S 0 


<U 


>, Q 




0) 


o 


CM 


O 


a <u 


tn 


a 


H 


0 




0) 


r- 






(0 




■U 


M 


rH 


rH 


c 


rH U 


CJ 




a 




IH 


o 




& 


0 3 




(0 


w 


in 


0 




(i> 






4J 


•H 




rH 


U 


c 


2 


4J 



WO 01/22920 



1484 



PCTYUS00/26524 



vo in 
o 

N o 
CJ 



r- o 
o o 

° y 



t- cm 

O LTI 

cn m 

o> cn 

o r- 

iH o 

< < 



10 n 

o M 

cn r> 

r- m 

o o 

o o 

U U 



CO *1« 

in o 

oo w? 

H 

O rH 

O O 

u u 



fl 1 CO ^ 



o o 



a\ in 

00 (N 

oo ro 



S 3 



r- m 

cd in 

0\ i— I 

(N O 

ro O 

rH O 



co cn m U U> 

m <C m 

cn o co in 

\o oo - r- 

CN O O r»1 O 

O O H CO O 

rj Ua o O 

< < 4 o < 



r- o 
o in 
o o 
u o 

< © 

CU r-i 

, *C . . . o . 

t-h o i-i n 

ri - r> m ^ - r- 

m m co o o 

n N co w ^ 

rt N O Cl <fl 

i-t O «H Tj< O 

3 < < o 4 

a - - -3 - 

vo cn in ^ 

co h - r- 

u> (N n oo o 

in ID O iH 

O (N i-t CO VD 

O O iH CO O 

U h b co b 

4 < < n rtl 



en cm 



in m 1 

\d in i 

o o i 

o t- ' 

U co i 

< Q ' 



asovonocTin^MOCM 

ninnoufinNcopiifi 
M^noinioin«>cot^in 

fNOOOmOOCNOOO 
OOOOOOOJOiHOO 









m 


4-1 


4-1 




ID 












4H 


4-1 






a 

w 










0) 




CU 


o 


0 












cu 




0 


0 
















in 










O 








tn 












a 












X» 


CU 




u 




w 


rt 






O 


cu 


CO 


M 






w 


u 








1 




X! 




CU 




4-1 CO 


o 






E 




W> 


CU 




U-l 


CO 


cu 










TJ 


? 




Ol XI 




J-> 












Ol 


xt 


0 




4J 






cu 


)h 








CU 










cu 


U 


m a) 




0) 






CJ 


flj 




CU 




0 


XI 




0 




XI 


[0 -H 


<U 




X! 


0 


xt - 


0 


i-» 


Tt 


m 


•H 


CU 




X! 






01 H 


XJ 


XJ 


c 


c 


c 


rl 








01-pt ja 


XJ 




a 


c 




u 




xJ 




cu 


d rl 






-H 


<a 




01 






cu 


d m i 




-rl 


ni 


0 


8 


Ol 






E 




-H U 


fO 


rH 






0 g 








C! 


•H u id 


H 






•rl 






% 


0 


§ 


(0 CO 






CJ 


ca 


o 


CD 




I 


0 


to CO 




C! 


m 


4J 




to 






H 




•rl CD 


4H 


c 


cu 




■rl 




rH 






•H (UlU 


ti 


nj 




-H 


X! 


-rl 


H 


rl 


*w 


cu 


)-i tj 


0 


CU 




X3 


CO CO 






*u 


CU 


U TJ 0 


CU 






CO 


CO 






UH 




Jh 


a 




cu 


CO 




O 


n 


+ 




rl 


& 


cu 


to 




8. 




XI 


+ 




TJ 


ret 


E cu 


<d 


? 


•H 


0 


ft CO 






TJ 


(d 


E cu (0 


3 


-H 


o 




CO 






TJ 


<u 




0 u 


■H 


XJ 




x» 


cu 


cu 


fit 


cu 




0 U rH 


4-) 




XI 




cu 


cu 


CO 


CU 


TJ 




u e 




cu 






cu 3 


n 




XJ 




o a p 


V 


X) 




CU 


p 


u 




TJ 




§ 


4) 




Xt 




CD 


si -o 


<u 


o 


p 


0 


CU £ XJ 




cu 


XI 


TJ 


cu 


0 


P 


rH 












M 


4-> -H 




-M 


rH 


•rl 


to P ^ 
cu cr o 






u 


u 


-H 


1 


4-) 


rH 






$ & 


0 


U 


in 


cu 


CO 


•§ 




U 


XJ 


rl 




cu 




CO 






U 




d 


u cu 


14-1 


CU 


CM 




O cu 




rH 


X 


a 


Tt CU <U 


CU 


CM 


1 


0 


CJ 


TJ 


rH 


X 


CU 




-rl cn 




oi 




4J M 






CU 




•H 10 


Oi 




i-> 


1^ 




<u 


> 


4J 


rH 


tu 


H 






a 






> 


JJ rH 


cu 


rH 








§ 


& 






e 


0 CU 


m 








T3 <U 


(TJ 


& 


>, (3 


0 CU (TJ 


4-1 






TJ 


CU 






>, 


rH 


-rl 


CU TJ 


U 


c 


O 


oo 






CU 


rH 


-rl 


CU TJ l-i 


G 


g 




c 


TJ 




cu 


rH 


Xi 




i-H -H 


CU 


-H 






O -H 










rl 'H J) 


•H 




00 


0 


-H 






A 


(0 


XJ 


U -U 


c 










in 


u 


ITJ 


XJ 


OHO 








a -»-> 




rl 


rd 


u 


c 


3 O 


CU 






CO O 


(N 


0 


M 


a 


P O CU 


Q 




01 


O 


CN 


0 


U 


0) 


OJ 


a <u 


01 


C 


H 


0 


cu o 


r* 




CU 


cu 


SrH 01 


C 


W 


o 


CU 


CU 


r> 




CU 


4-1 


cn 


>, rH 


fC 




aJ 


M rH 


H 


c 


(4H 


to 




(6 




4J 


Vh 


rH 


rH 


c 


M-l 


cy 


0) 


rH O 


CU 




a 




M o 




nj 


ru 




HUD 




O 




u 


u 




rO 


cu 


n 


n 


0 P 


Xi 


CO 


ca 


in 


O 3 


O A 






0 P XJ 


CO 


w 


in 


0 




§ 


x: 


Vj 


cu 


a 


a c 


u 


•H 


CO 


H 


u c 




4J 


a 


CU 


CU G *J 


•rl 


w 


rH 


u 


c 




XJ 


cu 



WO 01/22920 



1485 



PCTYUS00/26524 



n u in < 

(N cn - - i 

H (M n O U I 

N h H ^ (J> I 

cn r- cn co cn i 

■tf fO VO CD CN I 

H H VO H I 

< < B 2 . 



h ^ in w m i 

h o\ co in (N i 

« in fi n w i 

00 00 (N LD fl 1 

o oi n ^ i 

00 fN 00 t> VD i 



oo od 

u> in ffi 

<t u> d ff> oo 

n« m r- co - oo 

r- ro oo m r- tN 

t> o cn S3 h oo 

- ~ S 3 S - lh £ 

o> vo m 
in vo - 

VO 00 VD CN 

o ffi * H n 

id m <n « in 

co cn in -sr 

h h h ^ in 

< < n r- oi 



- CM 

in cm 

<f r- 

ro oo 

in cn 



. civ ^ 
3 - 



O 00 cn 

m in h 

in h N 

co in oo 

rH ^ <f 
-* N 

3 - - 

O CN 

- oi in 

ro ro o 

^ ^ 

m ^ o 

r- 

S 5 - 
o 

r- r*- vd 

(N Tj< Tf 

CO «3< iH 

O i)" 

P4 K - 

in 

» in 









CN 








CTi 




ro 


o 






m 




O 


*f 






Cn 




cn 


00 






r- 




o 


- H 




ro 


o 


00 


i 


ro m 




cn 


K 


VD 




O iH 




o 




r> 




* 5 


r-t 


03 




00 




(N <C 


oo 


ro 


r~ 


o 


r- 




r- 


04 


*r 


m 


VD 


o: - 


00 




<N 


$ 


ro 


ro 


o 




in 




^ 


- CN 


in 


(N 


in 






r? 


•* 



as 



Ch * 
Ol o 

H in 



if m in o h in 



(N O h 

in S h n 

r0 <[ t* H 

M I 

^ - H < I 

m r» i 

Pi H * * I 

CTv <J' IN ' 

rl in l 

o co in n I 

r- en vo o i 

l> H H ri 

in < cn cn 

oo ft H I 

Eh - 3 < I 



I H rt! H 

: < < < 



N n in in h 

vo <n ID 4< H 

^ r- cn r» oo 

id n n H itt 

O co ^ oo ro 

O O ri * N 

2 3 H <t S i 

«< < < a < i 



0 co oo 

1 vo co 
H in CM 

E in cn 

< ft! cj 

* -3 



CO 00 CN 

u? i 
in in cn i 



1 *f 00 J 
■ ri! vo < 



in ^ - vd 



in o 
Tf oo 
H O 



ro O O 

H O O 

00 CN cn 

VO O0 i— I 

H 00 S 

< OA < 



cn o 

rH 01 
CN CN 



^ 00 VO i 

f> O ID ^ I 

H CN O t— I i 

00 Dj H VO i 

CO H VO 

OA - En F-» 



co in co cn 

O CN rO VO 

co eo n d 

C7\ rO rH 

VD M LD CO 

w i* a a 



in o cn o cn o 

cn o vo r- r* vo 

o in cn in ro cn 

oo r- ro o r- 

o r- CN h o 

0 Ol H * ffl 

1 5 3 S 5 3 



*t> o vo o cn m 

m in o b ci r* 

r-l CO CO ^1* vo 

cn vo oo cn cn 

ro cn ro in cn 

r- cn r* cn ro vo 

H M rf rf W H 

rtl fll 3 i3 < < 



ui ^ r- in h ro 

in Cl H (0 m 

cn in o in oo vo 

o t** vo n o cn 

(N CN rH in H CN 

vo oo n cn O rH 

M H M rfl rf 

< < a 5! a 



vo oo o m in ^ 

tp r- in n vo 

r- r» vo cn cn 

in oo cn o rH cn 

r* cn r- ^i* r- oo 

n vo r* r- cn o 









VM 

0 


VH 


ID 












M-l 


4-f 


ID 










ai 


vw 


CD 








O 












V 


0 


0 












<D 


0 


U 




M 


ro 




a 








rl 








a 








JH 


S H 




O 




a) 


00 


rJ 


pa 


>H 






o 


43 a) 


cn 


rt 


w 


rl 






o 


43 0) 




B 






CO 


QJ 43 


4H W 


ai 






£ 


43 


o 


CD 




CD 






E 


43 


o 




TJ 




rH 


tD _ 


0 


4J 








TJ 3 


in 


0143 


o 


JJ 








TJ 3 


CN 


U 


m a) 








a 


(d 






u 


CO* 0) 




CD 


G 


iC 




CD 


U 


a) cd 




0 


_D 




0 


a § 


CO -H 


<u 




3 


0 


43 - 


O 


JJ T) 




CD 




43 


0 


43 - 


0 






4J 








jj 




gi-jH 43 


jj 


13 B 


B 


rl 




JJ 


CD 


01 -H 43 


JJ 


0) 


C U 






■H 


li 


Ol 






CU 


(3 rl i 




-h rcf 


° S 


tn 






(3 U i 




c 


•H U 


ret 


rH 








§ 


c 


•HUH 


rH 




•iH ? 






e 


C 


•H u at 


rH 


0 


CD CO 








*J 0 


CO 


Tt» 




0 


CO CO 




(3 0} 


w Q 


to 






o 


CO CO 






■h aj 




F3 


(0 43 


•H XI 


-H 


rH 


>H 




-H CD *H 


c 


01 


-H 43 


-H 


rH 


u 




•H OJ "W 


B 


0) 




o 


<D 




0) CO 






Vi-I 


4) 


U TJ 0 


CD 


43 


CO to 






UH 


0) 


U TJ O 


CD 






<a 


CO o 


o 


J3 


+ 






a 


CD 


CO JJ 


o 


rQ 


+ 




)H 


a 


0) 


nj 


i« 


at 




■H 43 


a m 






TJ 


(0 


e <u n) 




-H 0 


a to 






TJ 


at 


E <U at 






0 o 


i-i 


4J 


a> 


(D 


(0 






0 O rH 


JJ 


43 


<D 


a> 


al 


0) 




0 U rH 


JJ 




o c 




V 


43 <U 


0) 3 


V* 






C 


o cj g 


CD 


43 


oj 3 


rH 




TJ 


B 


O C 3 


CD 


§ 




1 


Xt 


V* 


43 XI 


4> 


0 




o 


<U E 


43 


0) 


43 TJ 


o 


0 




o 


4J p 


43 


•H 


01 D 






- V 




43 


4J 


iH 


•rl 


CO 3 S 




- h 


JJ «H 


u 


4J 


rH 


-H 


CO d rH 






a) cr 


0 




f> 43 


CO 


S 






JJ 


a> ty o 


M 


00 CD 


CO 






o 


JJ 


cu & 0 


U 




TJ Qi 


*w 


4) 


CN S 


o cu 




rH 


« 


c 


T3 CU W 


OJ 


CN 43 


0 CD 




rH 




B 


TJ CD vm 


0J 




■H CO 




tn r- 


JJ M 


13 


at 






■h cn 


enr- 3 


JJ rH 


TJ 


at 


a> 


CD 


•rH CO 


Ol 




JJ 


rH 


a> 


rH - 




C 


& 




> 


JJ r-t 


CD 


rH 




B 


& 




1 


JJ rH 


CD 




0 0) 


a) 


u 


-■ r- 


T3 4) 


fl) 




0 <L> tj 


JJ 




TJ CD 


aJ 








O CD at 


JJ 


•H 


D u 




C 


O cn 


a tj 




a) 


rH 


■rl 


CD TJ U 


C 


O ro 


(3 TJ 




CD 


rH 




CD TJ U 


B 




fH -H 


a> 


■H 




0 H 






43 




rH -H CD 


-rH 


a CN 


0 H 






43 




rH -H 4) 


-H 




u u 


c 




s 2 


CX 4-> 




V4 


rt> 


JJ 


U JJ C 




in 


a jj 


CO 


u 


ro 


JJ 


U -U B 




P! 


3 0 


a> 


X Q 


CO 0 


CN 


o 


U 




3 0 OJ 




to o 


fN 


o 


u 


c 


3 0 CD 


& 


0) 




at 


fi 


M 0 


0) a> 


r- 






a> 


W» 




M 0 


CD CD 


r- 




(D 


o 


B CD 01 




CD 




rS 


U 


U rH 


rH 


c 


*U 


01 




(0 


JJ 


U rH 


rH 


c 


VH 


10 




(0 


a> 


rH CJ 


a) 


a 


r, U 




m 


a> 


a> 


HUH) 




O 


U U 




at 




CD 


H I) 4) 
0 3 43 




Li 




XI 


CO 


w in 


0 3 


o 


43 






O 3 J3 


00 


u in 


0 3 


o 


43 


Vh 


U 


CO 


a a b 


*j 


-H 




o « 


2 


jj 






a c jj 




01 rH 


U f3 


53 


JJ 


a 


a 


Qi E JJ 


-H 



WO 01/22920 



1486 



POYUS00/26524 



cm n 
o n 



S3 



ro H 



<r cm 
in r» 







Q 












fO 






Q 












rd 










p 












rd 




of 




H 

a 








<u 
u 




CD 
U 


«JH <4H 
0 0 




H 

o 








CD 


>. 


CD 


4H 
0 


4-1 
0 






M 

a 






CD 

u 






CD 
U 


4H 
0 


u 




w 


,H 






o 


xt 


<u 


vo M 




w 








0 


XI 


0) 


m 


r< 






U IH 






0 






CD 


txi 


ai 




MH CO 


<u 






B 




Xi 


U) CD 




CO 


CD 






E 




■§ 


CM 


CU 




4H 


CO CD 






e 






X! 


O 


rn _Q 


0 


JJ 






XJ 


? 


in OiXt 
a 


0 




JJ 








•a 




vo 


01 X) 


0 


JJ 










TJ 


? 


^ 


01 




c 


id 






u 


rd QJ 






d 


cd 






Vh 


rd CD 






CD 






C rd 




CD 


M 


rd 


CD 






JJ Tl 


to -h 


a 




% 


0 


X5 




0 jj XJ 


to 


■H 


CD 






0 


XI 




0 


JJ TJ 


CO 


•h a 




XJ 


0 




Xt 




O 




c 




n 




JJ 




Ol-H XI 


JJ c c 


C 




U 




JJ 




01 -H Xt 


JJ 


c 


c 


d 


u 

g 0» 




JJ 






Xt 


JJ 


-H 


rd 


Is 


Dl 








C H 




-h <d 


o 




01 






to 


c u 






•H 


<o 


0 




§ 


CD 


G 




rd 












s 


H 0 


(0 


tH 


•H 






1 


c 


-H U 


rd 


iH 






•H 




R 


•H 


□ 


rH 






JJ 0 


CO 




% 


0 


CO CO 




id 


XJ 


0 


to 






0 


W CO 






c 


rd 


JJ 


0 to 






0 


to 


CO 






<fl 




•H J3 


•H 


rH 


u 




•H CD 


»w 


c rd 


•ri Xi 


•H 




H 




•H CD 


•w 


c 


rd 




•ri XI 'H 




u 




-H 


CD 


it-i 


d 




X! 


to CO 






«H 


01 


H -0 


0 


<D X! 


CO 


CO 






4-1 


CD 




0 






43 


CO 


to 




4H 


0) 


rH 


X> 


0 


CD 


tn 


JJ 


0 


XI 


+ 




rH 


f » 




CD CO XJ 


o 




XI 


+ 




U 






CD 


CO 


jj 


0 


Xt 


+ 




u 


a 






CD 


-H 


o 


& to 






n 


rd 


rd 


S -H 0 


a 


CO 






T) 


rd 




rd 




•H 


0 


& 


CD 

cd a> 


rd 


X) 


rd 


& 


CD 


rd 


> 




Xt 


0) 


0) 


ftt 








rH 


JJ XI 




0) 


CD 


cd 


CD 




8§ 


rH 


jj 




Xt 








0 


U 




4J 


XI 




cd 3 


U 




a 






CU XI 


CD 


! 


U 




1 


§ 


u d 






Xt 




CU 


3 rH 




T3 


C 


u 


c 




CD 






X T3 


CD 


o 


% 


o 


CD 




xi a> 






CD 


0 






CD 








CD 


XJ 


xi CD 


o 




0 




CD 




Xt 






Jj -H 




JJ 


rH 


-H 


to p 


* rH 


*j 


•H 




jj 


rH 


•H 


to 3 








u 


JJ 


■H XI 


JJ 


rH 


•H 


01 


& 






cn 


0) 


CO 


s 




0 


jj 


CD & 


O 


rH O CD 




CO 








JJ 


CD O^ 


0 


rJ 


H 


4) 




10 > 




O 


JJ 


CD 




0 


u 


CM 


Xi 


O a) 




rH 


X 


(S 


•O CD 


*4H 


1) n £ 


0 


CD 




rH 


8 


c 


T3 CD 


IH 


CD 


ro 


i 


0 


CD 


rH 


X 


d 


XJ 


«H 


CD 


c- 


■s 


jj n 


xi 


rd 


a) 


(D 


•H CO 




Oi r* > 


4J 


U 




ret 


CD 


CD 


•H CO 




oi r- 




JJ 


H XI 


rd 


CD 


<u 


•ri 


10 




01 


H 






c 


& 


:> 


4J 


rH 


CD rH 








& 




> 


JJ 


rH 


CD 


H 






C 








JJ 




rH 


CD 






X» 4) 


rd 


>, c 


0 CD 


rd 


JJ •• - 


T3 


0) 




>* 


C 


O CU 


rd 


jj 






XI 


CD rd 








0 


CD 


rd 


JJ 


o 


00 


d t) 




(1) 


rH 


•H 


CD -0 


>h 


COO 


C 


T! 




CD 


rH 


■H 


CD TJ 


U 


q 


6 


r> 


d 


Xf 


CD 


rH 


■H 


CD 


T3 


rH 


d 




H 








rH -ri 


CD 


•H 55 « 


0 


•H 






X) 




rH -H 


CD 


-H 




n 


0 


•H - 




X) 




rH 
U 


-H 


CD 


-H 


CM 


a I! 


crv 


n 






U iJ 


C 


in 


Dj JJ 


o 




rd 


JJ 


U JJ 


C 






VD 


a u h 


U 


rfl 


JJ 


JJ 


d 




Q 


to O 


CM 


0 


n 




3 0 


CD 


>, a 


(0 


0 


m 


0 


M 


Ct 


2 0 


<u 






CO 


O rn 


O 


rH 


d 




0 


CD 
01 




H 


O 


11) <D 


t- 




<u 

MH 


a 




O) C H 0 


CD 


CD 


r- 




(U 


CU 


rH U 


cn 


c 


M 


0 


CD 

rH 


cd r> 




CD 


0) 




CD 






JJ 


rH rH 


tH 


d 


to 


R.3 




<d jj 


rH 


rH 


iH 


c 


44 


to 




rd 




JJ 


rH rH 


d 


4H 


to 






CD 


rd 


o 




rH U 




rfl 


CD 


0) 


rH (J 


CD 


a 


JH 


0 




rd 


CD 


ft) 


CD 




a 




rH 


o •• 


rd 


CD 


CD 


rH 


O 




w 


in 


0 3 


6 


xi 


H 




O 2 X5 


« W in 


0 




o -a 


M 


u 


O 3 J3 


to 


w 


in 


O 


3 o 


Xi 


U 


U 


o 


g J- 


to 


0) 


H 


U C 




jj 


& 




JJ 


•H CO rH 


u 


3 




JJ 


CU 


a 




JJ 


•H 


10 


rH 


o 


d s 


JJ 




£L 


G 


JJ 


-ri 



WO 01/22920 



1487 



PCT/US00/26524 



Ul rl 00 U) | 



o o - 3: 

^ H 

O n fi 

H CO cm m 

< in r- CO 



VO 

n r- 

CN in 

r- o 
oo o 
o q 



c- oo 

O n 

oo CN 

06 in 



i H ri f) H 

i cm co cn r> 

' oo in H 

i m o\ cm in 

i h n cm oo 

in vo cn o 



vo vo in 

in m oo 

o o 

CO ri vo 

^ <-"> 

m in vo 

H H H 

< < < 



cm r- * 

CM Ch 1 

<ti in i 

S ri I 



. m vd 

> in ri 

I V0 CM 

CO o 

3: q 



^ o 

Q\ in 

CTi CM 

H o 



vo tn in r» 

o r- «H ri 

r> o oo C\ 

m n to « 

o\ o\ rM in 

o in oo oo 

3i Si S Si 3 ! 



vo in cm 

r- m o\ 

o r- in 

n ^ U3 



cn cm co * * a\ 



o oo 

CM CM * 
a 1* I 



ri O 

1 CM O 

r- a\ 

i in vo 



VD ID H H 

* - X W < Pi 



H H rl N 1/1 

o -tf r- 

S S VD 

< *c a s 



r- o 

*r in 

in o 

-* i> 



H vo 
vo 



O CM 

o vo 
U vo 



rO «J" l> CM 

oo co in in 

o fli o 

. vo ro o> in 

o in co r- - . 

5 5 £ £ 5 



ri O CO 

* o m 

at co o 

<n o a> 

in co ri 

oi m CM 

J ri ri 

< < 



id o av o 

o oo vo cn 

^ tn oo ri 

<r in vo in 

cm n vo o 

o in r- r- 



ri m o 

CO O ri 

cm m ti* 

in o cm 

a\ cm 



'.S g 



> x> 0 X> 

i o a w 

xi oj a> 

( oj 3 u 

OJ £ Tl (1) O 

» M XJ *«H X! . " 

I OJ BJ J 
1^04) 

■ 3 xJ U TJ rd 



Vj rd OJ 
0 X» 

<i> d n 

c -h o 

o — 

cu v-i tj 

n a 

nj e < 

O O ri 4J 



c 3 

- TJ 0) CO O 1 

i o -h - 

J Q XJ CM 

O m 0 n 0 

o o <u > 

' hriri c 



a 



W in 0 3 < 



> 4-> 

>, G O _ 

ri ri OJ TJ 

,Q rri -H 

« XJ U X> 

M C 3 O 

a> cu c oj 

vw tn X rH 

ey « ri u 

m O 3 . 
o* a d* c 



rd 




Q 












<d 








Q 












O M-l 


H 




















H 










0) 


0 










tu 




<u 


O 


0 












OJ 


u 






















CX 








u 


V 


vo ^ 


ff 










x» 


cu 


ri 


U 










g 




CM OJ XJ 




a) 






8 




i 


VD 


OJ 


»X4 


CO 


0J 








f 


ri 01 


0 


XJ 








T3 




CM 




0 




XJ 




OJ 






0J TJ 




rd 




<U 




rd cu 






OJ 




c 


rd 








0 -P C 


01 -H 


at 




XI 


0 


43 




0 


XJ TJ 


CO 


-H 


OJ 




X! 


0 




U C (D 








4J 




01 -H ^ 


U 


c a 






u 




XJ 






•H 


is 


01 






V 


C M 


i 




-h rd 


0 




Ol 






0) 


m 


in m 




E 


a 


*H U 


rd 


ri 






1 






c 




^ e 


CO 


Tl< 


O 


o 


CO CO 






CJ rd 


XJ 




CO 




I 


0 


VM 


c hj x; 




-H 


ri 






•H CU 












ri 


ri 






0 


CD XJ 


n oi 






U-l 


V 


U T3 


0 


OJ 




« 


ta 






4-< 






OJ oo 0 


0 




+ 




u 






OJ 


CO XJ 


0 




-Q 


+ 






fd 


3 -H X) 


Cu tn 






TJ 


rd 


6 <U 


rd 


3 


-H o 


a 


in 






TJ 


rd 


ri 


XJ 


0) 


cv 


<d 


<D 




o u 


ri 


JJ 


X) 




OJ 


OJ 


RJ 


OJ 






oj xi oj 


0) 3 


u 




U 


C 


u c 




OJ 




0) 


3 


s-< 




TJ 


c 


1 




Xt T3 


a> 


0 


3 


o 


CU 


i 


A 


<U 


XJ 


TJ 


OJ 


0 


3 


o 




- a> 


AJ -H 


X! 




ri 


-H 








- u 


JJ 


•H 


X! 


XJ 


ri 


■H 


0 


U ro ^ 


m 


? 




U 


4J 


s §• 


0 


U 


cu 




V) 


3 




O 


XJ 


<H 


OJ M S 


0 QJ 




ri 


X 


Ct 


U OJ 


VM 


OJ 


m XJ 


0 


OJ 




ri 


X 


c 




01 r- 


*J U 




(d 


(U 




•H m 




Cn 3 


XJ 


^ 


TJ 


rd 


cu 


QJ 


ri 


(D ri 




C 








iJ 


ri 


OJ 


ri 






C! 


& 




% 


rd 


4J •• ri 


t) a) 


(d 


& 


>1 




0 OJ 


rd 


XJ 




TJ 


OJ 


rd 






U 


C O oo 


C T3 






rH 


■H 


CU TJ 




C 


O m 


C 


TJ 




OJ 


ri 


•ri 


OJ 


■H 15 N 


0 *H 






.Q 




ri -H 


cu 


•H 




0 


•H 










G 




ft *-> 


m 


V-l 


n> 


A> 


U 4-> 






CM 


a x» 




la 


rd 


XJ 


OJ 




W 0 


m 


0 




c 


3 O 


OJ 


>i P 


(0 


O 


n 


0 


U 


R 


cn 


&S o 


(U CU 


r- 




O 


CU 


C (U 


01 


C 


H O 


OJ 


cu 


r- 




aj 


CD 




U ri 


ri 


c 


vu 


CO 






cd 


XJ 




ri 


ri 


c 




CO 


oj 


a 


h u 






O 


CU 


ri u 


OJ 




O 




u 




rd 


re 


O 


J3 


m w m 


0 3 


O 






M 


o 3 x: 


CO 


W in 


0 


3 


O X! 


M 


xj 


-H to ri 


U C 




4J 




a a c 


4J 


-H 


CO ri 


u 


q 




XJ 


a 


a 



s 



WO 01/22920 



1488 



PCT/US00/26524 



XI 4> 

ji 

I 4) 

xt - 

D1-H J3 

c u ■ 

•H U nj r-t 

co m 
•h a> m 

rH Tl 0 

a 

E 4> td 

O O rH 

u g 3 
a; e 

& o 



o 4) n> xj 

4) T» M " 
H -H W 
U D C 

3 o a 
c u cn 

HOC) 
O 3JC 

a c3 xj 



14 






Q 










O »+H 






H 










0 














A) 


r- 






a 










•H M 






w 










O 4) 


XI 




CO 


V 






§ 


h tn 

4) 




0 




XJ 








TJ 




c 






a) 


u 


o -u 


G 


to 




a> 




X! 


0 


4J a 


<0 


C! 








XJ 




-H 




0 




0> 






0) 


r-t 


(d 


-rH 


§ 






E 


c 


c 




XJ 




m 




0 


0 


G (S 


X! 


-H 


x; 


-H 


rH 


n 




0) 


xJ 


to 


in 






<4H 


4) 


o> m 


o 


0 




X) 


+ 




u 


> -H 


XI 


p* 


01 






•o 


10 


XJ 




a) 


0) 




ai 




4> Xt 


4) 


4) 


3 


u 




-a 


a 


xt 


n 


Xi 


Tl 


4) 


0 


3 


o 




V 


XJ 


-H 


I 


XJ 


rH 


-H 


M in 






tn 






U 


XJ 


0J fO 


« 


o 


a 




rH 


X 


c 


cn r- 




JJ 


u 


T3 


(0 


OJ 




<D rH 








G 






> 


jj .. 


iH 


•d 


4) 


id 


& 


>< c 


G O 


m 


g 






4) 




■H 


-H ^ 


o 


o 


•H 






XI 






H 


CL XJ 


m 


u 


CO 


XJ 






0) 


O 


ro 


0 


U 


G 


&s 


O 


a» 


4) 


r- 




4) 


4> 




4J 


)J 




rH 


c 


4-1 


CO 






u 






ra 


0) 


a> 


(0 W 


in 


0 




6 


X! 




,-j 


-H CO 


rH 


u 






XJ 







>» u 

xt o ^ 

X! w - 

•O 3 n CJ>Xt 

I <D 4) 

Xt - O XJ TJ 

n -h Xt XJ G G 

! H i ■ J 

I O (d rl 

i to G <d 

I <D «tH G <0 

O 4) Xi 

0) 10 XJ 

tfl 5 -H O 

•H XJ Xt 

3 4) Xt 
EX) 

rH - rH • 

O U ID 4J 

d-i 4) m XJ 

Ut r» * . 

rH d) rH 

0 O « XJ * 

QJ TJ >H C! O CO 

tt) *H 55 r*> 

G r 

4) >,P 

m c h o 



o u 



CO 



r rH O tt) 



O W in 

-H CO rH 

















at 






o 










H 








4) 






4) 


14-1 U-l 

O 0 












4) 


o 








rH 




>t u 






a 








H 


W 


u 










xt 


4> 


CM }H 




w 


u 






1 


4-4 CO 


a> 






i 








rH 4) 


MH 


w 


4) 










XJ 










Tf 


■g 


^ tn xi 


o 




XJ 










0} 




0) 


n 


m 


at 




4) 




G 


(0 




4) 


rH 


CO >H 


<D 




x: 


0 




XI 




0 xj tJ 


to 




4) 




XI 


O 




V4 




XJ 






■H 


Xt 


XJ G G 


G 




rH 




XJ 






0> 






V 






i 


*H nj 


o 


6 


cn 






4) 


5 8 






c 


-H 


u 


tt 


H 


■H 








E 


G 


^ 2 


to 




I 


o 


to 


to 




G t0 


XJ 


i 


to 




O 


O 


-H XJ 


•H 


rH 






-H 


a 


«4H 


c to 


-H 




-rl 


H 


>H 




m to 






*w 


0) 


r-l 


■a 


0 


4) X! 


to 


to 






1X4 


4J 


0 


Xt 


+ 




u 






4) CO XJ 


o 




Xt 


+ 




rJ 


a w 






T> 


<a 


it 


ai 


fO 


3 *H O 


Qt 


(0 






Tl 


fO 


0) 


a> 


« 


a) 




O 


u 


rH 


XJ Xt 




4) 


4) 


(0 


4) 




QJ 3 


u 






c 


u 


a 




4) Xt 


4) 


3 


r-[ 




T> 


G 


XJ TJ 


a> 


0 




0 




4) 


e 


Xt 4) 


XJ 


Tl 


4) 


O 


3 


O 


XJ "H 




XJ 


rH 


-H 


to 




rH 


- rH 


XJ 


•H 


x: 


XJ 


rH 




to 






u 


XJ 


4) 


& 


0 


JH t> 4) 




CO 


? 




y 


XJ 


O 41 




rH 


X 


c 


T) 


4) 


HH 


4) r*> X! 


O 


QJ 




rH 


X 


G 


XJ U 




nj 


CJ 




•ri 


CO 






XJ 


U 


T( 


<TJ 


4) 








g- 




1 


XJ 




rH 


QJ rH 






G 


3 




1 


•a v 




fs 




O 


4J 


re 


u - 


T3 


QJ 


(0 


tJ* 


>, 




C Tl 


QJ 


rH 


•H 


4) 


T3 


rH 


£ O 


G Tl 




4) 


rH 


-H 


O *H 






X» 




rH 


■H 


4) 


•H 55 <N 


O 


-H 






Xt 






VD 


IH 


m 


XJ 


U 


XJ 


G 




04 XJ 


r- 


Vh 


(0 


XJ 


03 O 




o 


M 


c 




O 


4) 


>* Q 


to 


O 


m 


O 


Vj 


G 


a) a> 


t> 




4) 


4) 




4) 


01 


G h O 


4) 


QJ 


r- 




4) 


4) 


rH rH 


H 


a 


«M 


to 


& 


rH 




to xj 


U 


rH 


rH 


G 


<4H 


to 


^ y 




(d 


4) 


4) 


rH 


o 


4) 


a 


U 


U 




t0 


4) 


4) 


o 3 




X! 


M 


rH 


O 


3 X! 


ra w m 


0 


I 


O X! 


rH 


M 


u a 


s 


XJ 


CU 






XJ 


•H CO H 


U 




53 


XJ 


0< 


& 



CN <T 
CO ^ 

m <Ti 
o o 
n 

rH 

IS 



in in 

rH CO 

co in 



WO 01/22920 



1489 



PCT/US00/26524 





























































m 


CO 


















































- 


r* 
























































































































































































































- r- 




















































m o 






CN 




















































"3- 


















































tn 






CO 












































in 


< <^ 








n 














































t- 


F» rH 


















































OJ 


- E* 


O r* 


CO 


CN 


r> 












































LD 


CD 


S rH 


















































rH 


H 


vo 


vo 


m 
















































h r» 




















































< 


M n 




m 


CO 


m 














































CN VO 


si 




M 


»*> 














































S vo 
r- 


cr\ 


< 


m 












































00 




H - 






£ 












































iH 


00 


in ^ 


rO 
















































rH 


o - 


0Z VO 


r- 


CN 














































in 


vo vo 


in 


CO 


e'- 


in 












































o 


tn a\ 


- C\ 


•Ti 


en 


m 












































w 


n m 


rH 00 


OJ 


(N 


m 












































< 




^ VO 
CM KH 


rH 


CTl 
H 


r- 

rH 














































r- 


1> < 


3 




O 












































o 


H 


a\ 


















































o\ 


- < 


H * 






9 












































r- 


vo 


ox 




rH 
















































in * 


- n 




O 














































AA45 


R792 
44350 


97240 
16998 


19058 


W2481 


94046 


















































<< 




S 












































vo 


vo 




















































in 
























































o -tf 


O Tl* 


r- 


^ 


H 






CO 






































ro 


o m 


*r vo 


in 


CO 


m 






in 






































O 


n in 


m 


rH 


o 


H 






t- 






































m 


H CO 


CT\ o 


a\ 


0\ 


in 






m 










































r- o 


r» 


o 


00 






in 






































S 




H U 


o; 




Q 














































a) 


M-l MJ 






Q 

H 












ti 


m mh 




Q 

M 












<t 




MH 




Q 








o 


0 o 














Q) 




<a 


0 0 
















QJ 




0 












N !h 
















U 










o 












U 


O 














Xi a> 


CD U 






w 








o 




ri a) 


t1» u 






Jh 






2 


rQ 


QJ 




u 












x. 


r- oj 




VM 


w 


QJ 






B 




Xi 


in a> 


MH 


to 


to 






E 


TJ 




rO 






QJ 






T) 3 


r- tn xi 


o 


JJ 








T3 3 


^ 01 X) 


o 




JJ 








? 


o\ 


01 J3 


0 - 






id 


u 


0) 








ca 




0) 


U 






QJ 




d 


(Tl 




tu 


W IB 


QJ 






ai 


TJ 


d 


(d 






0 4J 




CO 


■H 


oj 




X! 


0 






0 U XI 


to 


•H 


CD 




X! 


O 


£1 




O 


jj 




QJ 








JJ c 


? 


d 




tH 




iJ 






JJ c c 






In 




JJ 


Ol 




Xt 


JJ 


d 


d 


d 










•H 


rtt 


0 


I 


Ol 






QJ 


c 


)H 1 


-h rt 


§ 




0) 






tu d 


H 






-H 


id 




Ol 




■H 


u rd 

CO 


rH 




•rt 






C 


-iH 


u ns 


H 


-iH 


I 






6 


d -h 


U 


cfl 


rH 






-H 3 






to 


c 


m 


JJ 




to 






0 


U> 


CO 




JJ 




CO 




O 


O co 








d 


cd 








•H 


aj u-i 


d flj 


■rH 


X! 


■H 


rH 






•H 


01 MH 




•<H 






rH 


M 




QJ 


MH 


d 


td 




-h x; 






U Tl O 


a 


X! 


CO 


01 






MH 


0) 


U 


TJ 0 


qj x: 


CO 


CO 






4H 


<U U 


TJ 


O 






XI 


to to 










QJ ID 


4J 


0 




X) 


+ 




)H 






1) O JJ 


O 




J3 


+ 




U Oi 






tu 


ca 


jj 


0 


Xi 




! 


oj m 


£ *H 


0 


PU 


CO 








« 


t 


<U <D 


? -H O 


a to 






T3 




QJ 


a) 


? 




o 


Qt CO 








U rH 


JJ 


XI 




<u 


OJ 


(0 








U rH 


W ^ -° 




a 


a> 


(tt 


a) 


o 


O 


rH 


jj 




xt 


QJ 


QJ 


at 


u 


B P 


QJ X} 




OJ 




u 








o 






OJ 




)H 




TJ 


d o 


d 




<u 


Xi 




qj d 


U 




V E 


xt 


0) 


Xi 


T> 


V 


O 


P 


§ 




g 3 


X> OJ 


X! 


TJ 


QJ 


O 




0 


QJ 


1 


x> 




QJ 


X! TJ 


QJ 


0 


D) 


3 u 




Vi 


■M 


■H 






rH 


-H 


to 






JJ 


•H 


*§ 




r— 1 


*H (0 








u 


JJ -H 


r; 


jj 


0) 


a* o 


U CO 


QJ 




CO 






u 


JJ 


at 


& 0 






to 






o 


JJ QJ 


& 




u 


o 


QJ 


to 


It 




TJ 


a) vh 


<D n 




O 


O 






X 


c 


-o 


CD MH 




O 


0) 






X 


d TJ 






<D 


^ x; 




TJ 




•H 


CO 


Oi r- 






r4 


Tj 




<U 


0) 


-H 


at 




JJ 


rH 






a> 


0) -H 






Ol 


? 


JJ U 


nJ 


JJ 




ft) rH 














> 


4-1 


rH 








d 


•H 




> JJ 






QJ 


rH 








3 
& 


o 


« cQ 


JJ » 






0) 


tfl 


& 


>T C 


o 


<D 03 


iJ .. . 


TJ" 


(U 


cd 


>> d O 


0) 


nt 


JJ 






TJ 0) 


<d 




o 


Tl >H 


c o 


(M 




TJ 




d) 


rH 






C O oo 


C 


TJ 




tU 


rH 


-H 4J 


TJ 


rl 


d 


i 


r- 


d Td 




QJ 


(-1 


■rl O 


-h a 


CT> 


O 


•H 










rH 


-h a) 


■<H 55 vo 


0 


-H 






XI 


rH 


-H 


<U 


*H 




o 


0 -H 






U 


-M C 




r~ 




CD 


iH 


m 




u 






a jj 




in 


(0 


U U 


JJ 


c 






rH 




o 


rl 




o qj 


>p Q 




09 


O 




o 


>H 


C 




O 0) 


S Q 


10 


O 


m 


o 


rl 


d 3 


0 


QJ 


>i Q 




to O 




O 


d 


0) 01 


C M 


O 


0) 


O 


r- 




<u 

MH 


OJ 




a en 

rH 


C H O 


a> 


4) 


r- 




at 


<u d 


QJ 


Ol 


d 


M 


0 


QJ QJ 






rN 




(d 


jj 


in 


rH 


H 


r4 


m 


& 


fO JJ 


Vj 


rH 


rH 


c 


MH 


to 


rH 




(d 




JJ 


U rH 


H 


d 


rH 


tj qj 


o 




M 


U 




(0 


CD 


4) 


i-H 


u <u 


a 


rl 


u 




<0 


<U 


0) rH 


u 


QJ 




o 




U U 




rfl 


O 


3 XI 


10 w 


in 


0 


3 




XJ 


M 


M 


o 


3 X! 


co u in 


o 




i 


X! 


u 


u o 




X! 


to 


w 


m 


0 2 




Xl 


a 


d xj 


•rH Cfl 


rH 


u 


C 


§ 


L> 


0. 


a 


a 




-H CO rH 


u 


c 




JJ 


£U 


a a 


d 


JJ 


•H 


tn 


rH 


u d 




JJ 


















vo 


















r- 




































vo 


















vo 




































o 


















o 




































t- 


















t> 






















































r- 




































CO 


















CO 












































































































3 




































E3 






















































> 


















1 


























































































HW 


















HC 




































ON 


















o 




































m 






















































r- 





























































































QJ QJ 

>.S 

rH -H 

X) 

qj JJ 

vv d 

0) " 
MH 

a> cu 



WO 01/22920 



1490 



PCIYUSOO/26524 



vo 

S * 

< in oo 

^ n 

• m <n 

«) H ri 

m H H 



.a .a - 



in 



tH n rH ro 



3d Si 



» ID 

ro w m o 

n rj * n 

o m 

m o vo o 



n r- 

H (N o 

n o Oy 

TP vo vo 

o o o 



tSJ - - 

r- 

r- ^* ^ 

* Ci » 



.a 



^ o 

en m 



o in 

VO rH H H O VO rH 



O > rl 

oi vo 

VO CO CO 

cm cn o\ 
ct\ r- i-h 
n el H 

ssr 



in oj 
in oi 



vo 
o\ cn 



aa 



i iH r*> o 

i in m h 

m co h 

H (M * n n in <i 

«f rn v V h in 

CJI O tH O O O O 

S . - . 

h m ^ 

» m ft ^ 

yj in n in 

^ cr\ n 

n m H 

U) iH H O 



1 i-3 »-3 i-3 

■ 5! < «c 



CM VO 

n vo m 

H t , 

^ o\ vo 

n h in 

i-f rH O 



M*mHnmininminci{N>* 

HCUHftTrfomoinr-^r^toft 

onnM^^rnrMH^ininen^ 

ocoiH«Ht-*HHnn^i'ri^i"rHvo 

CftrOrHrHrHHrHOrHOrHOrHO 

s§aaaaaaaaaa33 





at 




M-l 






4) 


o 


o 






u 








X) 


a) 


iH 


»H 








r- 


03 




TJ 






01 ,Q 


1) 






0) 




X; 




0 




•H 




JJ 


g 


a 


M 


1 






«t 


SC 


as 


H 


c 


rd 


<l> 


HH 


a 


01 




•0 


0 


ee 


CD 


th 


a) 


of 


? 




0 


u 


rH 


JJ 




X) 


c 




0) 


XI 




4) 


1 


Xl 




4J 


3 










D 1 


o 


M 


rH 




<U 


M-l 


0) 






D) 










i-H 


0) 


rH 




<l> 


a) 


jJ 






tj 


i-i 


G 




in 


•H 


4J 


*H 


8 


CO 


JJ 


c 








0 


0) 


SO 





w i 

CO i 



•rl 3 

JJ o 

•H JS ■ 



a to 

4) « 

O 3 r) 

X! TJ O 

in S 
o a> 

JJ H 13 



>i u 

xi a> 



CO >H 
fO CD X? 



JJ 01 -n X! 



TJ C! U C 3 



3 0 



O 3 X! 

a c 4-» 



o 

to U in 

•H W H 



Qi JJ rH 

tO O ■<* 0 

_ <U CD t- 

JJ U rH rH C 



c e jj 



H -H HI 3 fi 

u x> a) cr o 

x a-o jhw 

<y <u -h m 

> JJ rH 

>. c o cu * 

rH -H CU TJ iH 

Xl rH -H 0) 

a u jj c 

C 3 0 <u 

4> d o 

to Si-i 

CP rH o a 

rl O 3 ^ 



d) to JJ 

3 *rl 0 

JJ 

iH CM CO 

a) ^ ^ 
Cnr- ? 

CU H 
JJ » 
CON 
•H 2H 



01 i 



a 












•8 








Q 






H 












CU 


>JH 

0 


VM 

o 




H 






o 








U 










O 






pa 


u 








XI 


o 


O 


n 




Cd 






UH to 


a) 












CO 


4) 




vw W 








jj 








-d 


■s 


n 


D>X1 




JJ 




0 a 


(TJ 




(D 


U 


0} 0) 






a) 




0 c 


at 




10 -H 


a) 






0 


13 




0 


jj 


TJ 


CO -H 


a> 




d 






JJ 




tn-H X> 


jj 




C 


C 


u 






tJ> 






<D 


Cj rl 






•H 


OJ 


•S g 


D) 










E 


C 


*H O 


m 


i-f 












CO 




O 


0 


10 CO 






CJ 


(d 


Hi 


0) 




4JS 


•H 




U 




•h cu 




C 


at 






-H 


H 


to 0) 






U4 


0) 




o 


CU 




x: 


ro to 






O 




+ 




rt 








w 


jj 


O 


XI 


+ 


Q* to 






TJ 


n» 


E a) 


nJ 


1 


-H 




a w 












<U 




0 o 


rH 


JJ 




2 


cu 


4) 






u 




T3 


C! 


u a 




<u 


Xl 




<D 3 


Vh 




£ *o 


<D 


0 


3 


O 


a) 


I 


XJ 




4) 


X! T3 


CU 


0 


4J -rH 




JJ 


rH 


-H 


<n 3 








M 


JJ -H 


XJ 


jj 


to 


i 




o 


JJ 


oi tr 


0 




rO 


CU 


to 






0 0) 




rH 


X 


CJ 


•a <u 


VM 




M« 


■g 


o ai 




rH 


JJ >H 




at 


a> 


o 






cn r-« 




JJ rl 


TJ 


at 










> 


JJ 


rH 


CD 


rH 






CJ 


g. 


TJ tlJ 




& 




o a) 




JJ 






T3 0) 


at 


C TJ 




0) 


rH 


-H 




tH 


d 


6 




c -a 




CU 


O -H 






J3 




i— 1 *H 


CU 


•H 




en 


o -h 






JJ 


N 


rt 


m 


JJ 


U JJ 








ro 


pj jj 


r» 


Vh 


CO O 


^" 


0 


r< 


c 


3 O 




>i Q 




to o 




o 


(U (U 


r- 




0) 




C 0) 


g> 


C 


H 


O 


a> a 






M «H 


iH 


(3 


<4-l 


(0 


^ rH 




(fl 




jj 


U rH 


H 


a 


M U 




m 


CJ 


a> 


rt U 


tu 




o 




VH o 




at 


o d 


O 


x; 


u 


u 


O 3 


43 


to 


w 


in 


O 3 


O XJ 




2 


jj 


Q* 


a a c 


JJ 




CO 


rH 


u c 


z 


JJ 



WO 01/22920 



1491 



PCT7US00/26524 

































































H H 




















m in 




















r- r- 




















n m 






































rH C\ 


< < 


















oo in 




















n 




















CD Ch 


cn cn 


















o 


o o 


















M M 


O CM 




















H \i> 




















OS r-t 




















X X 


















cn r- 




















^ vo 




















\o in 


o r- 


















cn r» 


cn cn 


















CN CO 


rH CO 


















O (N 


in o 


















H H 


r- cn 


















< 


ro a 






































1 - 


















CN CO 


CO 


cn 














m 


cn 


- in 


c- 














cn 


oo cn 


CO rH 


CN 














o 


CO OJ 


o in 


m 














m 


VD <t\ 


cm r- 


CO 














o 


m ro 


w ro 
















o 


M M 


rH 2 
















u 


< < 


a < 


3 














< 


ro co 


O «!• 


<o 
















Cn (M 


u> in 


o 














O 




CO rH 


r» 
















CM rH 


co in 


co 
















i-t co 


r- r- 


rH 














H 


co cn 


(N ro 
















o 




H 3 
< < 


3 




























P 














4H 


4-1 




H 












<u 


0 


0 






















o 








o 


Xt 




cn 


M 




w 


Jh 






E 






ro 


CJ 




*M CO 


a 








TJ 


S 


cn 


ai -a 


0 


4-> 






O in 


fU 0) 






OJ 










a) 


Xt o 


43 




0 


JJ 


T3 


CQ -rH 


0) 






JJ 


01 -H 




JJ 


c 


C 


C 


)H 




4J 


^ 0) 


C H 


i 




-rH 


id 


o c 


01 






€ g 


-H O 


m 


rH 






•H 3 






| 


O 0 


CQ W 






P 




JJ 2 


to 




0 


u 


-H 0) 


14H 


R 


«J 




•H X! 


•H 


rH 


>H 


4H <u 




0 


<u 






CD 00 






»W 


u 






a> 


10 




O 


Xt 


+ 




TJ tC 


E cy 


(0 




■rH 


0 








T) 


0) 


0 O 


rH 


-U 




,Q 




a> 




a; 


T3 Ci 


U C 




0) 


Xt 






rl 






3 O 


CD 


I 


XI 




d) 




a) 


0 






w 3 








M 












<u cr 


o 


rl 




a> 




§ 






X G 


TJ cu 


*4H 


a> 
















•h in 




tn r- 


■§ 












jj 


rH 


a> 


H 








& 




*s 


0 0) 


<S 


4J 






x> (1) 








rH -H 


qj n 


u 


C 






C T3 




<a 


rH 


XI 


rH -H 




•H 


§ 


in 


O -H 






Xt 


H) *J 


u JJ 


C 






cn 


a 4-> 




u 


rtf 


U C 


a o 


a> 


>s O 




ca O 




0 


M 


a) a 




o> 


c 


H 


O 


V QJ 


r- 




0) 


4-1 CO 


g.5 




m 




4J 


U rH 


rH 


c 


4-t 


0) a 


•H U 


<u 




o 




M U 






a) 


u u 


0 3 


xi 


u> 


w 


m 


0 3 


6 


xt 


M 


p« a 


a c 


JJ 


•H 


w 


rH 


u c 




4J 


cu 




















n 


r» 


















r- 


o 


















o 


r» 


















r- 


r- 


















t- 


CO 


















CD 


\o 


















o 


as 




















cn 


















W 


s 


















8 


s 


















X 



























































































4H 


4-t 








a) 


0 


O 


VH 














X) 


0) 


CO 




1 
















T) 


1 


n 


01X1 


u 


n> 


CJ 






<D 


0 




XI 




0 


JJ TJ 




01 -H XI 


jj 


c c 


<D 


C 


J-l 






•H (B 


d 


-rl 


u 


m 


H 




0 


is 


es 


4H 


c 


§ m 


<u 


rl 


TJ 


o 


0) 


x: 


u 








(0 


CO JJ 


(fl 


!• 


a> 






•H 0 




0 


o 


rH 


JJ 


x> 


a 


u 


a 




4) 


Xt 


0 




D 


1 


Xt 


0) 


■rl 










* V4 






& 


0 


U 


in 4) 


c 


•s 


a> 


4H 


0> 




0) 


-H 


U) 




CD t- 3 


> 


4J 




<— 1 


a> 




Ci 


0 


<u 


nJ 


4J 




-H 


0) 


■o 




c 


O oj 




rH 


-rH 




•H 


S cn 


U 


u 


4-) 


8 




r*) 


Ci 




0 






CJ 


1 


V 


ai c 


M 0 


CO 




rH 




(0 


JJ 


CJ 


rH 


U 


o 




a 


u 


0 


3 X! 


to 


w in 


a 


a £ 


jj 


•H 


CO rH 



P rH 

m co a> 

0 jj 

W 'H (LI 



JJ -H X! JJ 



JJ h T) «J 

c t> eg 

o *h - 

fX jj m w 

co o o 

<u <u r- 

rH rH rH C 

U U " (fl 

O 3 O X! 

<J C !5 J-> 



OJ 



nt a) 

xt 

01 -H 



1) o o 

rH 

(U cn M 

S in OiXt 
(U 

- O J-> TJ 

Xt JJ CJ R 



C -rl U 

O tft co 

•H 4) < 

<U U T3 
rl a 

rs 6 <u 

o u 

tj R y c 



JJ o & 

C T( OJ 

CO -H 10 

> JJ 

R O O 

■h (u -d 

rH -H 

JJ U JJ 

G 3 0 

a) p <y 

CO S rH 



ftf > -H 0 

rH JJ Xt 

3 ttJ Xt 

E XI 0) 

r* - *H 

0 U w <U 
M-t 0J ^ X! 

oi r- ? 

i— I (JJ H 

Hi JJ " - 

ri C O ro 

0) -H Z m 

C ^ _ ^> 
(USD 

01 C H O 



U Shi 

•W CO 0) 

O JJ 

C (0 



(L> CU 

a 3 rH 

rC T3 a> o 

jj -n jc *j 

CO 3 

O 0) rH 

JJ rH TJ RJ 



T3 

R T3 

0 -H - 

a jj \o 

01 O T 

QJ QJ 

r)H H 

U U •• 



C 3 



: JJ -H CO rH u 



WO 01/22920 



1492 



PCT/US00/26524 





U3 








r- 






CO 


00 






iH 




T-i 




o\ 


m 


oo 




cm 




m 


o 


a 




vo 
m 


in 
^ 






ts 




n 


CO 




m 


00 


CO 






CT\ 


rH 


o 


$ 


vo 


(N 


<f 


*t 


LO 


O 


r- 




iH 




u> 








n 


oo 


<c 


■< 




H 

fi 






< 


vo 


in 


CO 






tT 


o 




CO 


oj 


\D 


o 


H 


o 


<T\ 


iH 


< 


r-l 


o 


in 




O 


CO 


ro 






M 


(N 




< 


< 


E 


in 
o 








o\ 


rH 


O 


(N 


r- 




00 


i> 


CD 


o 


CTk 


o 


H 


CO 


U> 


iH 


< 


o 




VO 




X 


H 




en 








r- 


<J\ 


(N 


fM 


in 


in 


r«l 


<T 


en 


n 




in 


<M 


n 


«> 




<J\ 


iH 






M 








< 



IM «4 

a> o o 

Xt 4> r> n 
t3 S n 01J3 



TJ rd 



U TJ O 



_ c u 
^ o 



s i 

& o 



1) B U 

? -H 0 

AJ JQ 
4) XI 

X) 

- M 

n r- a) 

ai x: 

Or- 3 



0 4) flJ AJ 



C 3 

S g. 

S3 

a ft 



T3 h COH 

•h iu -h 2 in 

4J C 

O <u SO ^ 

V tP C H o 

r-t tO 

u aj a 

s xi tn w m 

C AJ -H CO H 





o 












nt 








a 










rd 






Q 








H 








a 




(U 


IAJ 

0 


4-1 

o 




H 








a) 




<A4 

o 


0 


M 








a 


















a 








rH 


S u 






a 
















0 


Xt 


0) 


iH 


u 




w 


rH 






0 


XI tu 


CO 


rH 


w 


V4 






CO 


a 






E 




x: 




a) 




«W CO 


D 






E 


tjI 


iH 


<u 


4-1 CO 


4) 




O 




AJ 






TJ 


3 


m 


01 X) 


0 


AJ 










CO 


0> rQ 


o 


AJ 






13 


rd 




4) 


u 








a) 




c 


«J 






u 


fd qj 




0) _ 


c 


rd 




w 


-rH 


4) 




x: 


0 






0 


AJ 


TJ 


tn -H 


<u 






o 


XI - 


o 


AJ T) 


C0 -H 


4) 




C 




rH 




AJ 






X) 


AJ 








rH 




AJ 




01 - H X! 


AJ 


c e 


P! 


Vh 




0 




cn 






<D 


a ^ 


i 




•H 


a> 


Is 


01 






tu 


C U p 




•H rd 


O C 


01 




•H 


§ 




e 


c 


•H O 


(0 


H 












E 


c 


•HUB) 


H 




*H 3 






AJ 


0 


to 




0 


0 


ca to 






(3 


ni 


AJ O 


(0 




O 


0 


to CO 




C fd 


AJ O 


to 




•H 


XI 


•H 


H 


u 




•h a> 


iw 


a 


rd 




-H X! 


•H 




U 




-H CD «H 


c 


rd 


•H X! 


•H 


iH 


U 


w 








V 


»-« TJ 


O 


<v 




Xi 


W CO 






«M 


V 


rH TJ 0 


<u 


XJ 


10 to 










XI 


+ 




u 






m 


AJ 


0 


Xt 


+ 




n 


ft 


O) 


CO AJ 


O 


XI 


+ 


& 


CD 






TJ 


(D 


». 


nt 


% 


-H 


0 


to 






TJ 


m 


B 01 nt 


3 




ft to 


4> 






a) 


4) 




4> 




0 u 


rH 


AJ 




XI 


0) 


(D 


id 


aj 




O U rH 


AJ 




a) 


rd 


<U 




H 




TJ 


C 


u c 








<y 3 


rH 




1 


fi 


u c g 


0) X! 


tu 3 


U 




X! 


TJ 


4) 


O 




0 




i 


X! 




<D 


XJ TJ 


a> 


0 




o 




Xt 


tu 


Xi TJ 


0) 


0 


AJ 


•H 


xi 


AJ 


rH 


■H 


(0 3 


n 






U 


AJ -H 


X! 


AJ 


rH 


•H 


10 3 M 




- ^H 


AJ -H 




AJ 




to 


3 




U 


AJ 


a) & 


0 




CO 




CO 


? 




U 


AJ 


<U t3< O 


M 


eh a> 


CO 






o 


a> 




rH 




c 


TJ <D 




0) 




X! 


0 <u 




rH 


X 


c 


TJ 4) 4-t 


(U 


X! 


O 0) 




rH 


AJ 


u 


TJ 




Si 




-H « 




oi r- 




AJ U 




<d 


0) 




-H CO 


Oi r> 3 


AJ rH 


TJ 


at 






Pi 






s 


AJ 




(U 








? 






5 


AJ rH 


(U 


iH 




C 


& 


TJ 


a> 


rd 


& 


>, c 


O <U 


(0 


AJ 






TJ CJ 


rd 


& 




O 0) fd 


AJ 




TJ a> 


rd 




C 


TJ 




4) 


rH 


-H 


a) tj 


u 


c 


o 


in 


G TJ 




OJ 


rH 


-H 


4) TJ rH 


c 


O <N 


PI TJ 




4> 


o 


■H 






XI 




rH -H 


<a 






in 


O H 






XI 




rH -H 0) 


•H 




O H 






a u 


r> 


u 


(« 


AJ 


O AJ 


(5 






ro 


ft AJ 


CO 


Vj 


<d 


AJ 


U AJ Pi 




CO 


ft AJ 




Jh 


CO 


0 




0 


U 


C 


3 0 


(U 


N Q 




to 0 




0 


n 


G 


3 O <U 


>. Q 


to O 




O 


<u 


a> 






a) 


V 


C 0) 


Dl 




w 


O 


<u tu 






<u 


QJ 


C 4) 01 


C 


H O 


4) 4) 


t> 




u 










CO 








AJ 


H rH 


rH 




IM 


CO 


>! rH 


rd 


AJ 


rH rH 


iH 


c 


u 


u 




rd 


a> 


tt) 


rH U 


0) 




O 




u u 




at 


<u 


<u 


rH U OJ 




o 


Vh U 




rd 


o 






x; 


M 




O 3 XI 


(0 


w 


in 


O 3 




XJ 


Vh 


U 


O 3 X5 


CO 


W in 


o 2 


s 


X! 


u 


§ 


8 


AJ 


p« 




a a 


AJ 


-H 


ta 


H 


u c 




AJ 




Oa ft C AJ 


•H 


W rH 


U C 




AJ 



a 

u 

8 

X 



WO 01/22920 



1493 



PCT7US00/26524 



33 



in cm 
o\ in 



<u o o 

I V O H 

43 r- oi i 

I ? tj* Ci 43 

I (U 

I - 0 *-> TJ 

i 43 u c q 

TO 



rH -H M 3 

U 4J QJ CP 



E 43 <1) 

S - ^ 

O >h o d) 

*U Ql in 43 

i Oi r- 3 

•-I qj i-t 

i <d p ■* - 

I n c o 

i 0) -h oo 

I QJ >M P 

i Dl C W O 

I (0 -U 

i 0) o 

i x3 (fl W in 

! AJ -H CO H 



' O 43 

i p, to 

I 0) qj 

oj 3 m 

*J -H X . 

OB > 

O QJ 

4J ^ T3 ■ 

-o q) § ; 

C T3 
O "H 

Dt U O 

w 0 in 
J) Uh 

U H H 



^ U 



3 O 



!- 



IM <4-t 

4) O O 

. u 



U ai a 

0 43 - O 

a) a ^ i 

C -H O (TJ iH 

o to to 

-H (1) iH C 

W OJ h T3 O « 



o a) 

■H CO p 

-U QJ & 

C TJ II) 

D-H 111 

> 4-» 

n o ai 

■H Q> Tj 

rH -H 

V O 4J 

C! 3 O 

QJ C QJ 

(0 S iH 



EXi at 

u - u 

o n h a» 

■m qj in x: 

0> p* 3 

nj JJ •■ - 

Jh fi O m 

u -h s r* 

S r- 
<u no 
cn c • ' 



H o 



a 

>H [fl J) 

: O -P 



0 I 0> 

il O 10 x 

•H ^ -H r 

01 (0 

O 43 ■ 

& « 

<u QJ < 

QJ 2 J-t 

JJD fl) I 

4J -H 42 J 

to 3 

O QJ r 

4J TJ < 

T) 0) § i 

rt ( 

O *H - 

Q, 4-> t-t ' 

to O in 
0) qj 



ai oj h u ai 

U U O 3 43 

a a a c n ■ 



m u *• <c 



QJ 

43 
01 -H 

-H U 
to to 

■H QJ 
J-l T3 
& 

E 0) 



•H 01 3 
■POD* 



. fi O <D 

■h o "d 



a o o 
. u 

QJ o ^ 
43 r- qj ' 
? n Oi 43 

° — 
- O 4-> U 
43 ±J C d 

^ s ra 

O QJ 43 

aJ 3 -H O 

rH XJ 43 

3 0> 43 

I* ~E 

O 1^ £N 4) 
M-i 0> lti 43 
CO r- 5 

HUH 
TO AJ •• 

c o 

QJ ■H 55 



0) oj c a) cn 

flj (J H O W 



0) 3 V* 

43 73 QJ 

-H 43 ■ 

« 3 
O <U i 

d 

»T3 4J flJ 
« P! Tj 

) O -H - 

) & U N 

mom 

) 0) 0) o 

) k H H 

k u 

> O 3 O 43 

l U C !3 U 



WO 01/22920 



1494 



PCTVUS00/26524 



0 XI 

01 *H 

d) c u 



CO to 
H <U 

o u 



<U _ - 

73 C U C 

3 0 0) 

rH -H 10 p 

O 4J <D & 

X CO 1) 
D D-H III 

> *J 

>, e o a> 

r-l -H <D TJ 

XI rH -H 

<S ii u u 

u a 3 o 

4) 9) p V 

4-1 CO S rH 

O <U rl U 

rl H O 3 

- a a d 



<u o o 

N rl 

1 (U 05 M 

X o a) 

J 3 (N tnxi 

i <u 

* o *j t» 

X) AJ C C 

i -h rd 

rrj rH 

« rtf 

O 0 XJ 

<U CO 4J 

<fl 3 -H O 

rH *J XI 

3 0) Xt 

O U r*i <U 

iw (1) ifl £ 



O 

Id H 

w w o 

O AJ 

d m 

to -h a 

o I » 



Vl P! O CM 

«) -H g M 

C <N 

oi a m o 

<u a 

£ ID W Ul 

4J H W H 



o X» + 
Oj (0 

<u 4> m 

m 3 n 

X3 T3 <l> O 

AJ -H Xi AJ 

to 5 

0<U rH 

AJ ri nJ 

C 3 

fl) (tf 

c -o a 

o -h . 

tX *-> m Vt 

to O in 0 

0) <u p. 

h rH H C 

ri u ■• a> 

O 3 O Xi 

U C 3 aJ 




r*tny> m ei io *r cm <c n o 
o cn n -Hr-CNOin - cn r> in 
inininmoomNnOrimiflffl 

iHtrtmtDOiHOCOinCNr-fNCO 

nr>r*-^tr»tNHinvooovoa>cN 

HHHUlHSrfSOfllSH 



r-r-itritDcn r>nin 

r- - LTl <1< O ^ o » o io W) 
inriiMnocoHWfONm 

SWHHHSHinHHd 



o m m <n n c< h m h ^ 
^ N fO * h pi * * in ^ h 
r r lm^O'3 , l , ^OOli^^-^~-'3 , 

H(MU>oor>vo«>iHr*>fNr> 

SHMMMHM(NHHi J 



m (N r> o H in TfWH^co^tD^^n^^^coo 
oooocn^oooo •yjHHHcoo^^fincM^^oJhHin 
nOhO)ifl«NMi\oo«KHHfl«)oeo^H)o)^inu) 
MNhfflnD(ft«iooii"inoonffiripi(D(ci»(o*i 
inincor>tnvoiHou)^<ri^(ri«jvooa>ajr-ttNrnvorH' 
OrH^Dr>u)r^vor^rHOHroooino^voLn(NtrioorHoDOor* 

4?^HHH 3? ^HHHHjH, ' 



< < < < < < u . 



i 3 < £ < 5 § 





0) 






a> 


o 


0 






rl 




rl 














XI 


o 


vo 


rl 






8 






xi 


m 


0) 








T3 






OiXl 




Vl 


rd 


V 






OJ 




xi 


O 




xt 




O 


JJ TJ 


JJ 






•H 


X? 


4J 


ti 






<u 










-H 


rd 






-rl 


o 


(d 


rH 






s 


0 


tft 


CO 






c 


(B 


r< 




•H 


a 


<w 


C! 






M-l 




rl 13 


0 






X! 




rl 










to 


4J 


T3 


(0 




(0 


rd 




-ri 


0 


O 




o 


u 


rH 






XI 


T3 


c 


o 


a 


3 


a> 


x> 




3 


0 






e 


XI 




<u 


rH 


-rH 


to 


& 








M 




AJ 


<1) 


0 






<u 


g 


ti 




0) 


m 


OJ 


in 




a> 




-H 


tn 




Oi r* 








■M 




rH 


<u 


fH 




>. 




O 


0) 


rd 


4J 






rH 


•H 


4) tJ 


r-l 


C 


o 


o 


XI 




rH 


■H 


4) 


-H 




tn 


as 


AJ 


o 


AJ 


ti 






VD 


M 


a 


3 


0 


Oi 


s a 




<D 


4> 




V 


01 


c 


M 


0 


<U 


to 


& 


rH 


rd 




AJ 


(U 


a> 


rH 


O 


a> 




a 




rJ 




0 






to 


w 


in 


Pj 


a a 


I 




■H 


to 





s, 

*l to i 

0 rH J 



o to 

xi -H H 



to to 

o ^ 
a n 

O 3 ^ 

x: *o a) 

AJ -H .G 

* m 3 



ftU rl 

to 0 m O 

<u qj r> 

rl rH H C 

H O » ifl 

0 3 O XJ 

O C !3 AJ 



WO 01/22920 



1495 



PCT/US00/26524 



.p-cDmo^coiHCNVo 



h p- in r- 

i in h * u N 

ID H 10 o in 

i oo oo cn 



i H * m ro n 



CF\ VO 
H M 
< < 



m m 

in vo 

p- on 

O CTl 

o\ p- 

in o 



!33 



(T\ vx> n H H 

in s> o\ 

Ol r- N 

oo o\ o\ oo in 

* h O CO 

o o vD <Ti 

" S 5 M H 

< < < 4 



in ff\ o o fl\ (o 
m oo 3 o 

< O < H 
S Cm 

~< 'ft 



1 M U> H I s (ft 
I O H * H 

HtNp-ooocnvo^ 



-S3 - . 



o oo 

< < 



CO <N rH LO m O - H 



.as 



in<nminooo\r'^rHrH(*icDO , ir» 
cDrH-toocDmvDMcn^irimor- - 
^» oo <a* p- in on 

O (N CO rH O CO 
3 M M & S M 2 

< <: < < 4 < «c 



H^iDI/lOINOOOO 



: <3 < « 



10 00 
H O 

in in 



cn m co r» r- 

r-H m (N H 

a\ o cn r- r- 

H m <n H 

n CD P* o CN 

cr\ in vo o o 



i h 0> rn rt 



cn oj i . . . , . 

(N (*) 1*1 CO PI Cl W 

p- cr> i - - 

o OI ■ 

in co i 

cn m ■ 



: < < < 



, r- i-i u> ro n o 

I fli (ft CD N M H 

i m co r* cn co (ft 

.1 CD U) O H (D 
HMHMMJCuO 







VO 


p* 




























H 






























CO 


CO 


























<r» 


Cft 




























in 


o 






CN 


r- 


VD 










'J' 






CN 


r> 


b 




CN 


O 


m 


in 






r~ 










CO 


p- 


< 


- 


Cft 


CN 


CN 




o 


in 


CN 






< 


- 


VO 


r*> 




m 


















& 






m 


& 




o 


ro 








< 






«. 


«. 






p- 




iH 


rH 


m 




Cn 






u 












D 




at 








<< 


«i 


















(M 


o 


in 










CN 
















0) 


in 


o 














< 




vo 


in 




■* 


co 


o 


Bs 


r- 


in 


vo 


CO 


in 














CO 


tn 


o 


<! 




f*> 


vo 


00 


t— i 


CN 




CN 


m 


o 




(N 


o 


u 




o\ 


CD 




fM 


n 


CN 


CN 


CN 


o 


U 




p- 


W 






Cft 


X 


vo 


vo 


o 


CO 


CO 


rH 


bJ 






ro 




in 


00 




VD 


o 


Pu 


VO 


in 








rO 


1-t 






m 


H 




X 




< 


O 


r- 


< 








•J 

<c 


*r 


t- 


rH 




tN 




u 












vo 


^» 


VD 


m 


O 




VD 




< 




< 


X 




P- 








O 


r0 


in 


n 


o 


n 










o 


CN 


p- 






iH 


vo 


o 


in 


o 


tN 




tft 








P* 


r- 


O 


o 


n 


p» 




U3 


00 


CO 


o 


o 


VO 




m 


m 


n 


u. 


(ft 


O 


*< 


< 


n 


H 


m< 


^ 


o 






in 


H 






(ft 








H 




tJ* 


m 


vo 




VO 


vo 


J 






Tt* 


9 






>* 




o 


o 


< 


m 


in 


< 




< 




CO 




p* 


r- 




vo 




00 




m 


in 








^ 


X 




vo 


ro 




H 




X 




X 


a 








in 




<r 


iH 


in 


H 


oo 






CN 






00 




CO 


in 




m 


O 


p* 




VO 






(ft 






(ft 


o 


CN 


r» 


00 


00 


o 


n 


(ft 


tN 


o 


00 


O 


VO 


CN 


Cft 


rH 


CO 


m 


o 


00 


o 


rH 


VO 


O 


r- 


CO 


o 


H 


Cft 


o 


CN 


ro 


H 


(ft 


m 






r*i 




CN 


r- 


vo 


CN 


o 


m 


CN 


Cft 




CO 


o 


< 




O 


< 


Cft 


00 


< 




r- 


o 


rH 


X 


2 


o 












cft 








r- 










< 


S 


V0 


O 


< 


r* 


X 


3 


Cft 




H 


^ 




CN 


p- 






vo 


(ft 




r* 






r- 










Cft 




(ft 






o 


rH 


o 


<r 


in 


T 




r- 




m 


O 


00 


vo 


H 


O 


r- 


VO 


o 


vo 


r- 


r- 


H 


r~ 




ro 


in 


oo 


p~ 


H 


in 


VD 


r- 


H 


H 


r- 


m 


CN 


m 


Cft 


o 


Cft 


n 


o 


VD 


o 


o 


in 


o 


m 




rH 


CO 


vo 


Cft 


p- 


rH 


O 


vo 


VO 






in 


U 


00 


O 




r» 


r* 


Cft 


P- 






X 


x 


3 


S 


X 




£ 


X 




W 


& 


X 


< 


< 





rd 

i 

<u b 
Si tu vo 



vT 0 
u tn 



^ H -H J) ■ 

ir> *J U +J C 

rl C 3 0 O 

a> tu E 4) oi 

w Hi Sh 

HI OJ H U 11 



WO 01/22920 



1496 



PCT/US00/26524 







Q 






4-1 




M 






0 




a 






u 




w 


u 




CU 




U-) CO 


<v 




01 XI 


0 


4-» 




0> 




c 


CO 




JJ 


T3 




a) 




c 


c 








■H 


td 


.si 


01 




(5 


td 


JJ 0 


CD 




td 


Xi 


-H 43 

m on 


-H 


rH 


m 


JJ 


O 


XI 


+ 


•rH 


0 


ft ra 










<u 


OJ 


id 


X3 




cu d 


n 






0) 


X! 13 


QJ 


o 




in 


JJ -H 


xi 




in 


<D 


to 






in 




O CU 




rH 


r> 


1 


JJ rt 


-o 


*d 


H 






c 








13 <U 


to 


§■ 


6 


o 


C Tl 




<L> 




10 


O -H 








in 


a j-> 


in 


Vt 


Q 




m o 


in 


O 


M 


0 


a cu 


r- 






JJ 


H rH 


H 


a 


a 




u u 




(0 


w 


in 


0 3 


o XJ 


CO 


iH 


u c 


55 


4J 











rd 


4H 


4H 






ID 












td 


44 


4H 






ID 










td 






0) 






0) 


o 


O 














tu 




«J 


O 


O 














OJ 


a> 


0 




ft 




>. 


ft 










a 








rH 


>i 












a 








rH 


>, u 






O 




XI 


OJ 


in 


iH 






w 


rt 






0 


X) 


cu 


U> 








a 


k 






o 


XJ tu 


H 




E 










aj 




4-1 


to 


aj 






e 








CU 




4-1 


CO 


cu 






£ 


x: 










u 




<N 


Oi 


X) 


0 


JJ 








n 


i 




01X1 


O 




jj 








TJ ? 


00 




ft 


id 


cu 






cu 






c 


m 






rt 


CO CU 






tu 






a 


td 




CU 


U 


<d tu 






o 




XJ 




O 


jj 


tj 


03 


-H 


cu 






o 


XI 




0 


jj 


to 


•H 


cu 




XJ 


0 


XI - 


0 


jJ 




Oi -H 




JJ 


G 


a 


c 




ft 




JJ 




01 -H 


xT 


jj 




C 






Vh 




JJ 




Ul-H XJ JJ 




cu 


C 


ft 


i 




■H 


<d 


0 




01 






cu 


c n 


i 




•H 


<d 


o 


s 


01 






OJ 






e 


c 




u 


td 


rH 






-H 


e 




£ 


ti 


-H U 


id 


rH 






-rH 










c 


•H L> td 


rH 


o 


o 


to 


to 






c 


<d 


JJ 


0 


to 


^* 


0 


o 


to to 






C 


td 


JJ 


o 


to 




2 


0 


to to 




u 

4H 




-H 


tU 


4-4 


c 


aJ 




■H 


X! 


-H 


rH 


VJ 




•H CU 


UH 


c 


id 






XI 


•H 


rH 






-rt tU 4H 


c 


cu 


iH 


TJ 


0 








03 


to 






4-1 


cu 


H 


o 


cu 




XJ 


to 


to 






4H 


QJ 


U TJ 0 


tu 




ft 










to 


4J 


o 




X) 


+ 




rt 








CO 


jj 


0 




XI 


+ 




U 




OJ 


Tl 


id 


1 




rd 


f 




o 


Q* 


to 






TJ 


td 


&«. 


<d 




•H 


0 


a to 






TJ 


rd 


W cj id 


? 








u 


rH 


JJ 








cu 


<u 


rd 






o u 


rH 


JJ 




XI 




cu 


CU 


td 


CU 




0 O rH 


JJ 


■8 


C 


o 






cu 


x> 




CU 




rt 








o c 






X* 




OJ 




U 




TJ 


CJ 


u C g 


aj 




0 




cu 


1 

ft 


13 




cu 


XJ 


TJ 




0 




s 


tu 


§ 


x» 




cu 


x; 




CU 


0 




0 


OJ E 


xt 


rH 


*H 


to 








ft 


JJ 


■rH 




JJ 


rH 


•H 


to 3 


V4 






u 


jj 


rH 


•B 


JJ 


rH 


-H 


to 3 ft 




o 


4J 


tU 


& 


0 


ft 




(t) 




to 


i 




O 


JJ 


tu tr 


o 


Vt 


t> 


tu 




to 






u 


JJ 


tu tr o 


u 




C 


T> 


a> 


4-1 


tu 


in 




O 


OJ 




rH 


X 




T3 tU 


4-t 


OJ 


tn 


XJ 


0 


a 


T( 




X 


a 


TJ <U 4H 


OJ 


a) 


OJ 


-H 


to 




Ot 


■s 


JJ 


ft 


tj 


td 


cu 


OJ 


■H CO 




Oi r- 




jj 


u 


td 


cu 


a 


•H tO 


Oi 


c 


4-) 

0 


rri 


rH 

id 


Q) 
JJ 


rH 




T) 


a) 


c 


& 




JJ 

0 CU 


rH 

at 


aj 
jj 


H 




TJ 


cu 


cd 


& 




JJ rH 

o oj <d 


OJ 
JJ 


rH 


-H 


0) 


tj 


ft 


c 






a 


T3 




ft) 


rH 


■H 


tu t) 


U 




1 


o 


c 








rH 


•H 


tU TJ U 


c 






rH 


•H 


OJ 


*H 


1 


00 


o 


•H 






XI 




rH -rt 


i) 


•H 




a\ 


0 


•H 






XI 




rH -H OJ 




rd 


JJ 


U 


JJ 


c 






tN 




vo 


rl 


rd 


JJ 


U JJ 


n 








CU 4J 


r- 


u 


(d 


JJ 


U JJ c 




u 






o 




:>, a 




to 


o 


m 


0 


U 


ri 


3 O 


tu 


a 




to 


0 


in 


o 


u 


c 


P 0 4) 


>. 


<u 


ai 




<u 


o> 


c 


M 


O 


OJ 


cu 


r> 




cu 


a> 


a a> 


01 


c 


H 


o 


cu 


cu 


r- 




cu 


OJ 


c oj cn c 


UH 


CO 


& 


rH 


<d 




JJ 


ft 


rH 






4-t 


m 






<d 




JJ 


u 


rH 


rH 




4H 


to 


>,rH 


ta 


a> 


QJ 


rH 


U 


<u 








ft 


u 




(d 


a) 


cu 


rH O 


4) 




a 




u 


u 




to 


CU 


OJ 


HOD 




n 


ft 


o 


J J= 


to 


8 


in 


O 






J3 


M 


u 


0 3 


XJ 


to 


M 


in 


O 


g 


g 


XJ 


rt 


Vh 


O 3 XJ 


to 




& 


a £ 


JJ 




CO 


rH 


u 






JJ 


(X 




JJ 


-H 


CO 


rH 


O 






JJ 






-H 



in m 

r. 



o ci h 

in a\ h cn 

cn r- o 

H r4 Cl •<* 

in o o in 

O 00 h CM 

2 M M H 

< < < < 



\o 

tn 
m ^ 
m n 

H 

5C < 



OJ M h 

oo tn vo 

in in h ^ 

oi tn ri n 

o \o m vo 

co in v H 

H H H S 

< < < < 



u) r- o u> o in 

r* m oi o\ ^* 

in WJ co » o ^ 

V0 TT CD Tj< 

o ro m r~ cn m 

O ifl ri W H 

M H J M 3 M 

< < 9 < <d 



O N Ifl fl N w 

O O rH \D O CM 

rH tn ^ 0% in rH 

m co m cn cr\ ro 

CO ^ ^* t> H fl 

o <N m o vo vo 

2 rf H J M M 

< 3 rt S3 < < 



WO 01/22920 



1497 



PCT/US00/26524 



N(^l^Dlfla)^rt(n(^mlOln') | n(no^H(^OHma)OlnHoov^O(*1W^Ml/l^1 
voHiH^rnvDooaJ^ooa5ooMin(NVocflr*oo<nor^oinvoi/iHrnrgin^'0(N*l , tri 

■ _ir^ , r\ n m ir^inr^^ir^r^rrir\5rnOmT#iHO)t^OOiHkDrOrOOD'J < COCN 



_ ^oorncnrir* > (rtor-i^rLnvor-y)HOinifiorjt^incoo<^r--o^r k «_- 



Ml-JMUlSI-lt-liSW 



iflO>ioriHo)N<iioi)«*^mminooN-joinoo(Nneo«)0(S(NOioo<ra)a) 

Cr»^\0OC0VCr*t^HrnO<nme0rH^DrnrHOrn<nt^VDOr0M0\r0Ch00U3OOCI\0H 

*inoor>iniD(omano(«rioomo*H(N«)MOOOhinoii^H^ina)iDo 



< < i 



^c^aj\oMot*^r*riini/i(ooo\^oa)eDroM^HrgVDnr^ui^pU3irir*inCTtOJ'<J* 

HI0ffiO(0lflOHhM*lMnONhO0JOOI«l^«)Oin«H0n(N«)O(N00n<tO 

ooorino^wi/iHWhWHWWoorniriHOi/ifflTfOqairiniiirt^^Tfm* 



mHr*^voHooMt^oomr^Mr*^rnc>iriajajTt<u)t^TrooooinHorHrntnw\ot^oo 
^rroor-r^rna>oot^o^omr-ir*r^«J)fnoocNooirioOfHOOT|imoO'*r^OT}<o 
fnrgcoLoo>rHinr^o^r^rociinr^rtWoQ(ftHTr^iHintn^u)rv)w>oowvDLnM>H 
innU)HO<j^ooNNOi/)<f^^oohr-^con(^(»i»(iooo«)in(rimootJi 

(NWtNU)«)flOrtOOnm(NHlEO« l O^O)WCD(nHhH^Mg'H\DO'JtOriCO(N 
NDOHHN«)fllfl«»iH«ONHl'iraH£liniNMllHOHriOOW«IDnOH(Nft 







Q 










M 






0 




O 






u 




w 


}-l 




V 




IU CO 


(U 




o> 


-Q 




■u 








° c 


HJ 




iJ 


T3 




QJ 






C 


a 


u 




•H 


(S 


5 B 


O) 




c 


(3 


U O 


to 




(0 




•H £ 

tn to 


■H 




m 


4J 


O 




+ 


•H 


0 


ft ID 








JO 


0) 


<u 




.Q 












0) 




<u 


o 








43 


AJ 


00 


QJ 




3 




in 




O <l> 




r-\ 


r- 


■8 


4J U 


n 


(0 


iH 






a 








TJ « 


m 


& 


o 


in 


c tj 




OJ 




in 


O -H 








a> 


ft *J 


00 


U 


a 




in O 


tn 


0 


M 


0 


a) a) 


r» 






OJ 


H rH 


iH 


c 


o 




u o 




(tf 


w 


in 


O 3 


O X! 


CO 


H 


u c 




u 



i 



WO 01/22920 



1498 



PCT/US00/26524 



r- 

ro O 

CO o vo 
00 Ol iH 
t-t ^ ON 

ncou>u>v<ncoh r*orn^voina>t-*in*j , Cu(J*oDOOt^ 

HOCOU)lflcn^(n -(-ir-CAfOOOHCT\OrOOO<rnOVD<rO 
VDCOHrHOO^WJtnr-rOO^rHCfNiniflCOt-O IN CO i/i o^m 

yjcN^f^tNotDHC-ffin^fiwr-cvointn - o ci - o h 

HSHMSMMHrnHHSSHHHHH3MjyJ0\ l 3O 

votM^onr^^OHin^H^poomHinriH o * o cno 

VDrHO>rO*Ot* , 0*CN\0CD<Dtnr-l\OLnn^ l r~-r-» « 1/1 o -- CD 00 

or-^ror*minwwvomr*c^^cDs?«CNHmro^*i«oC"*ci\e>i 
winHmoM^oooiD^mn^NrioiOLinooocooo 


O CO 00 O W CA rl 
in H v f\j oi (A h 

oinriinain^io 

iDHWHHNHd; 

.assa -a - 

cn , » » « - m 

fHOiVOCftChH^O 

-5 .da -a - 

cr> rr m< tn 

- Ch - - fN - O Ol 


C^rlOCNIrt^C0m0\^^l<O'*'*r-'(NrH(N00CVIC0i-l^ , r)^0D 

rocrkOfnmiftinwcNMinHHTttMintNP-oo^cNUJOJt^r-rH 
mor^Hairoinoocoinfoc^r^inr-^rHTj'r-conoor^rHH 

rHVDCNVOVDmrOVOVOHVOinTfO\lrtOrOfSOC*-OOOrHHH 


f AW392670 
, U46349, i 
, AW363220 
, U46347, i 
Mi042850, i 
, AL119391 
, AL119483 
, AL042970 
, AR060234 


HH(N«>c^r^c^iot^o\iHHinrjrnoirHr-»or--r-r-fOrpr*^ 
o^j*oHr-cNnvoHooo\rn«)Hoor»Hi-tcNr-inu)rHroin»H 
^oincocnoinHot^mr-HO^Hor-ooono\or-(*i<ninm 
in^voo>in(n(Mhc)ncninoi^torii , iocfico^covooMiJ\ 

OhOIINMUl^COOnH^O'fUlCOnCOHHOHOfllCl^ 


AA313905 
AW372827 
AL119443 
AL119497 
U46351, i 
AL119484 
AL1193S5 
AL043037 
AR054110 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 679 of 
SEQ ID NO: 1759, b is an integer of 
15 to 693, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
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AA865546, AI189894, AA740394, 
AI129125, AW022772, AA493572, 
AA676968, AA329249, W0S485, AI038788, 
AA126228, N25485, AA830025, AA126339, 
N56854, AA978006, AI719099, W37S34, 
AA6'63651, AI693987, AA076372, 
N32431, AI362222, AA617762, AA782855, 
C04906, AI356648, AI371415, AA136072, 
AI937310, AA416713, AI500608, 
AA126566, AA305695, AI358972, 
AA3B4023, T40849, AA076501, AI991793, 
AI698869, AI949134, AA687665, 
, AA988991, AA369523, AW275473, 
, AA300942, N35481, AI363884, AA369524, 
, AA845483, F29460, W52535, AI810861, 
, H19093, N80B25, AA708946, AA384975, 
, AA373476, AA648147, AI818027, 
, N56694, AW083204, AA372060, AA496767, 
, AA748067, AI655704, AA9B7626, 
, M62297, AA043512, AA043513, AA384593, 
} AI086772, AI279119, AI635811, 
, AA4oU^34, Ai.Z/oy/0, 
, AA043019, AA773750, AA169816, 
, AA133400, AW080380, AI434682, 
f AI300543, AA176343, AI278392, 
, AA678943, AA515683, N20394, AA375542, 
, AB014532, AC004922, S77329, U11861, 
, T39861, AI421422 




AI191444, AW001394, AL036955, 
AI818120, AI018511, AI052368, 
, AW007170, AA603096, AW057755, 
, AI149233, AW081475, AI677997, 
, AW300638, AA488667, AW409854, 
, AA486496, AA4B6050, AW409878, 
, AW409856, AW194332, AA554501, 
, AW409835, AA617980, AI040998, 


VDrjc>iOMr)ro^vflvoma>MCovomi/)rHo\cninr-oo^<r--tHir»<^ 

<nriOrHLninc^voTt*a»rirn{Nf*>inoor-roo<*r-o>Hfncoornin 
TfHoir-n<riOHo<TiC\t^Hf0pnif)minoomninofnr-oo 


AI346901, 
AI660571, 
AW027921 
AA485948 
AW4 10351 
AA402239 
AA486507 
AW084623 


than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 2796 of 
SEQ ID NO: 1903, b is an integer of 
15 to 2810, where both a and b 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1978 of 
SEQ ID NO: 1922 , b is an integer of 
15 to 1992, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1922, and where b is greater 
than or equal to a + 14 . 
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AF072813, W01018, AA992009, AA325639, W19986, 
AA776635, T30663, T33734, AI878939, AA256403, 
D54700, AA405294, AA134519, Z43583, AA227076, 
F06381, AW204252, AA430244, AA938909, H30186, 
D58629, R52851, N98255, AA161199, AA100159, 
AA114264, H43926, R22746, R34517, AA233577, 
AA081447, AA324916, AW138505, AA157365, 
AA324268, H84964, AA019377, AA232373, H42692, 
W28863, N83234, AA233594, R17978, W81009, 
W99386, T34516, T35956, AA214355, AA324917, 
N42109, AA078753, AA010322, T32868, AW138540, 
AA094192, T32010, T31224, Z39649, T87432, 
R22276, AA359082, H46389, R99404, T10889, 
H39131, R16493, AA227062, AA984677, T05775, 
AI755053, AA362885, AA354497, AA918044, T34825, 
AA417901, AA134510, AA643681, AA579642, T34772, 
AI147468, AI336174, AW374188, H19354, AA357382, 
N55823, AA482456, AW273035, AA161200, AI911850, 
AW363734, AA430035, AA663961, AA707053, 
AA565772, AI276668, AA575906, AW337856, 
AA033587, AA256297, AI308794, AA587048, 
AI354787, R99312, AA626391, AF119297, AF059524, 
AR028523, AF059529, AF059525, AF059527, 
AF059526, U25265. AF059528 


AI937291, AI991002, AW087339, AA464410, W37647, 
AI342395, AA237069, AA581972, AA594539, 
AW204762, AW276040, AI125339, AA167314, 
AI367075, AI8033B0, AA313202, AI264016, 
AA236870, AW167731, AI083960, AI991293, 
AI038896, AW205414, AI460022, AA694199, 
AI610383, AI707649, AI277698, R53610, AA305224, 
AW079550, AA430117, AA577381, AI074864, N23143, 
AA860618, AI801446, AA134966, AA724229, W32042, 
AI151318, W16866, R50528, R55254, AA135047, 
AA255556, AI189581, N32722, AA455580, AI244226, 
AL040668, W37383, AA844913, W93357, R50622, 


polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1316 of 
SEQ ID NO: 1935, b is an integer of 
15 to 1330, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 193 5, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 664 of 
SEQ ID NO: 193 6, b is an integer of 
15 to 678, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1936, and where b is greater 
than or equal to a + 14. 
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AL039108, 
AL039625, 
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AL037726, 
AL039410, 
AL044530, 
AL045341, 
AL038025, 
AL038821, 
AL045794, 
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AL037027, 
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AL036733, 
T23947, 1 
AL037643, 
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AI535783 
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, D51250, 1 
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, AL037002 
225783, D5 
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correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1965, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1956 of 
SEQ ID NO: 1966, b is an integer of 
15 to 1970, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1966, and where b is greater 
than or equal to a + 14 , 
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NO: 1977, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 4471 of 
SEQ ID NO:197B, b is an integer of 
15 to 44 85, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 1978, and where b is greater 
than or equal to a + 14. 
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H547059, f 
AA58S439, 
AI535639, 
AI525316, 
AI541S23, 
AI541365, 
AI525431, 
AI541017, 
T11028, } 
M541205, ; 
535813, AIJ 
VL040510, / 
AL041133, 
AL046330, 
AL047036, 
AL041227, 
AL043612, 
AL040529, 
AL041277, 
AL043538, 
AL041086, 
AI526180, 
AL044186, 
AI526196, 
AL040168, 
AL040332, 
AL040745, 
, AL040839 
, AL044165, 
, AL041278 
, AL041635 
AL044187, 




C06338, J 
AA621523, 
AA585453, 
AI541514, 
AA5B5101, 
AI541534, 
AI546828, 
AI526194, 
AI557262, 

U557799, ; 

541307, AIE 
R28735, ; 
AL041238, 
AL041131, 
AL040119, 
AL047219, 
AL039915, 
AL041346 
AL041358, 
AL040621, 
AL044162, 
AL041233, 
AL045725, 
AI557082, 
AL040128, 
AL040342 
AL045684 
AL046442 
AL043775 
AL045920 

, AL044074 
AL044199 
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correBpond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2 002, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 2319 of 
SEQ ID NO: 2003, b is an integer of 
15 to 2333, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2003, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1756 of 
SEQ ID NO: 2012, b is an integer of 
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correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2024, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 120 0 of 
SEQ ID NO: 2037, b is an integer of 
15 to 1214, where both a and b i 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2037, and where b is greater 
than or equal to a + 14 . 
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AA149490, AI280975, AI336463, W73495, AI367500, 
W73595, AW149089, AI814701, AI766921, AW450642, 
AA235464, AI189309, AW072576, AI129064, 
AA574230, AA292528, AA650188, AI589229, 
AW294024, AI580733, AA037024, AI288103, 
AA877009, AI660255, F24537, AA578293, AA047125, 
AA864573, AI274628, AW188597, AI572782, 
AA374109, AI866359, AA558228, AA621604, 
AI264439, AA658397, AI652870, AA573559, 
AA573997, AI567038, Z39737, AW236431, AW243333, 
T81066, AI684973, AA034505, AW377101, AA372354, 
AA047126, AB027466, AR035961, AR037874, 
AR035966, AR035967 
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(7xo r | ^ r . Lnr gvoo3-^<N^OO)CNOOVDVD(NiHflOCao'r^ 

as sasaa aasssssaassaaasa 
$ 

MTj»rqc"ioommvo<rt*r*i*H ^imi/iHooOfcoH 
WriDr-inioo^HcoHH^H -r-vof>cMr*o«rr-r- 
covornnin^t | roM , ^j , r~^j , oovocAr-<Nr-t^fM^'0\r* 
c^coor*rHO)in'*r( T ir-n)o\DHvor-wrHoomco(r»oo 
PiNHa)inHmhriOMnai^a)infg\or*inpn"Oi 
fOf>^*<oinooif>inuior^oa)mHr^(ncr»mtriot>«-i 

ssssgasssisaSKasaaaasaa 

^04*U)^oriHOtU)(snm HtHU>r-tVDVDOirOtO 
xfODCJr-rHVDCDinOiHrlHrH vffltDOhOrtlCVOM 

^rno\minfovDVDVDiHvor^coco^vOHrHVonoff*vo 

CO CO GO CO naOOUlfOtOlrlHOCO * H rl (O f 

<«)MvomNU)^mr)hTfiortNHW)iniJt*oinoori 
coovor-oooooincQo-sfHmcn^maoiniHnr^ 

i-l'^WOO^Ot^^I'inoOVDrM-fl'rHr^rHVOC^^rUlO^VDOO 

otDhcoffioomco^Tfajm^Hin^nooinm^ 


SEQ ID NO: 2 063, b is an integer of 
15 to 184 8, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2063, and where b is greater 
than or equal to a + 14. 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 473 of 
SEQ ID NO: 2064, b is an integer of 
15 to 487, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2 064, and where b is greater 
than or equal to a + 14 . 
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LC000089, > 
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LC005042, 1 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 561 of 
SEQ ID NO: 2065, b is an integer of 
15 to 575, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2065, and where b is greater 
than or equal to a + 14 . 


Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
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AA662435, N41466, N58333, D31322, AA907280, 
R76074, AA297370, H04783, T85291, AA298741, 
AA302967, H27066, AA404603, AA298381, AA297378, 
AA765280, R35471, AA302689, H79531, F36801, 
AA927760, AA29B514, H73217, AA298519, N25286, 
F24740, AA112093, AI216691, AA083801, AI970763, 
N77700, AA297394, AW452564, N25282, AA247750, 
H65350, AI563987, AI146648, W51900, W01428, 
D31025, AI989423, AA536023, AA297194, T85501, 
AA093872, AA876242, AI420825, AI685575, 
AA229674, AA297896, AA552821, AI650972, 
AI434732, AA297186, W69409, R34274, AA297309, 
AI950138, AA094185, H27270, AI636819, AA648182, 
W21S37, H6S557, N79089, W69596, AI500252, 
AA552687, H73717, AW008699, W21396, N95173, 
269043, Z68129, U52111, X90583, Z19087, 
AF174394, AF100694, AF125570, AF118386, 
AL049963, AL080Q96, AL080106, H37822, AA507362, 
F18464, D19878, AI127803 


AW167175, AI740811, AI81462S, AW372977, 
AW379570, AI830090, AA843925, AW372976, 
AW269507, AW379557, AI378931, AI817634, 
AI858698, AI828457, AI694126, AW392769, 
AI830092, AI422742, AI400366, AI092688, 
AI890963, AI679511, AI913025, AA253194, 
AI419413, AI811323, AI951020, AI022434, 
AI683943, AI525592, AA568164, AA688138, 
AI452382, AI146463, AI400768, AI2B8461, 
AA906505, AI924309, AI167393, AA654360, 
AA186897, AI004583, AA775509, AI493331, 
AA614431, AI346389, N62092, AA626034, AI023936, 
AW043643, AW273008, AA1S9711, AI921444, 
AA159816, AA482352, W38893, AW268508, AI970751, 
AA588751, AI077673, AA016243, AA586975, 
AI985699, AI587086, AI860660, AI475132, N95055, 
AI075057, AW274617, AW304099, AA160381, 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 2007 of 
SEQ ID NO: 2 067, b is an integer of 
15 to 2021, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2067, and where b is greater 
than or equal to a + 14 . 
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F02937, AW316643, AI635890, H56567, 
70103, AI985724, N27010, AA218591, 
76608, AW366579, N49618, T73663, 
M31516, 141330, 105091, 109215, 
F88576, S67775, M30142, 109216, 105094, 
LR031710, AR066586, AR066589, AF052110, 
51407, AB003312, AB003313, AB003314, 
AB003317, AR016514, AB003315, 
AR016513, Z63791, 164711, AR016518, 
164714, M64652, AB003319, AB003318, 




CAr^iriooi^c^covc^ooLnvctNrHrg^Lncnr-OLnTjt^oco 
ornrjcrtM^rnvoror--ror*-roo(NrH^'inrnincNP , -r-rHLn 
HmooioiominHiDtfininuiooooo^ototornoinH 
o\i/ioiin(noi(ft(HPi^i*oa)ha)rt(*iH^\DOri\fOU) 

OOOOlOOOOrHOOOOOOOOOOOOOOOO 


c^cor-u>^coo^or^Lncor-cr>\ocouDr-Lnco-^coocnrj 
ooooooooooooooooooooooooo 


cn^in<n^ovDU>«-ir»i/i^'rOfOf*iooor^co(NCAt ,s 'inin^ , u> 
omco»no\o\e^w\©OAr*r*r^oocD>rnoiorHroHroin 

OOOOOOOOOOOOOOOOOOOOOOOOO 


AA344563, 
H71561, F 
N72946, E 
AI587589, 
M15799, I 
A65264, P 
M64356, £ 
AB003316, 
AR016512, 
AR016516, 
S72858 


HrikD( < ihtDiD0Oi/ii r iVDt^rnfn(li(T\n>^'inroi y ihNH 

onmcncoHvorMr-(riHO^noH(rtvooHr-»HVD«)^* 
r-inch^ococ^t^u?^omcT»t^r^r^r-iHrnO'^cNin»HrorHro 

OOOOOOOOOOOOOOOOOOOOOOOOO 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1944 of 
SEQ ID NO: 2082, b is an integer of 
15 to 1958, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2082, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 888 of 
SEQ ID NO: 2092, b is an integer of 
15 to 902, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2 092, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1767 of 
SEQ ID NO: 2096, b is an integer of 
15 to 1781, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2096, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 3081 of 
SEQ ID NO: 2097, b is an integer of 
15 to 3095, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2097, and where b is greater 
than or equal to a + 14 . 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1400 of 
SEQ ID NO: 2098, b is an integer of 
15 to 1414, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2 098, and where b is greater 
than or equal to a + 14 . 
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A82595, A84916, AR054175, AF058696, 179511, 
X645B8, X67155, X68127, AR016691, AR016690, 
U46128 


AA974396, T69960, T69910, AA321203, AI769017, 
AA729017, AI125450, AI608864, AA815245, 
AI473420, N54352, AI702478, H95603, AI052817, 
H3B939, AA644692, R09543, R02194, AI216124, 
AW176420, H86594, AI432644, AI623302, AI431307, 
AI431316, AI431238, AI432666, AI431230, 
AI431235, AI431246, AI432653, AI431323, 
AI431321, AI431315, AI432654, AW081103, 
AI432650, AI432677, AI431257, AA218744, 
AA218768, AI431328, AL042729, AI431312, 
AI431231, AI432655, AI431310, AL042420, 
AL042655, AL042842, AL042508, AL042931, 
AL042853, AL045327, AL042533, AL043166, 
AL042832, AL042741, AL047611, AL135012, 
AI431350, AI431347, AI431318, AL042802, 




Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 1424 of 
SEQ ID NO: 2102, b is an integer of 
15 to 1438, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2102, and where b is greater 
than or equal to a + 14. 




901128 




HWLRB02 




2102 



WO 01/22920 



1753 



PCT/US00/26524 



-a 



I <0 m 

I CM Cft 

i 3 q 



h r- h 

n~> <T\ r-\ 

- vo in 

o o o 

o o o 

u o u 

< < < 



n n p- r- 



D fl< n M 1 m XT H I 



o o 

O O i 

U U i 

4! <C . 



in o < 

y 1 



ID VO I 

CD 00 1 

^ O i 

O O i 

39! 



. r- vo h 

i o\ «a» (ft 

i vo in 

o o o 

o o o 

o o u 

< < < 



o oo < 

in vo < 

in vo < 

<-l rH 

O 

o o 



r-t - O 
f> Cft 

O (ft EC 



n OO^rHinr-CftWJrHOOM 

invo^rHrHinoooo^pjr-rg 

lDP*iH(ftCNr*V000(Nr-O£fta> 
< *r-OOrH(N(N'«l , '*inU)VOr* 



in h n 



in <ft 
vo oj 



in (ft 

w m 

en m 

tJ* o o i-t 



o r- 

r- o 

rj P- 

VO UD 

O (ft 

o o 



o o 



«> fO * 1 

oo in ^ i 

(ft u> in i 

tji in in i 

© r*> o < 

o o o < 



I o o 

> O P* 

o in 



p* <*> o\ 

Cft 10 f*> 

r- oo oj 

tn ^ o 

*r u > co 

o o o 



3 



o o 
U O 



( vF CO tF ro p- 



co in 
p> to 

CM H 
^* 

o 



CO CO VO CO 

I (N VO 

(ft in 

> o m 

■ o o 



in f> 

O 

O CO 

in -* 

o o 

o o 



oo r- n 

o (ft m 

n (ft (ft 

(ft o o 

oj oj o 

o o o 



n o i 
oj oj < 

in rH I 



» ro r- co 

i m o vp 

i w it * 

i o o o 

I o o o 

i U U U 

; < < < 



(ft m m 

in in X 

O rH 

O Cft - 

O «*" OJ 

< E-< (ft 

- VO 



o o 
o o 

y y 



o -a* 



P- CI Lf> CO 

cft in 

h in 

o o 

o o 



IN H H N 

I O (M 

i *jt CM 

O rH 

22 



o o 
o o 

38 



in oj o 
O rf o 
o o o 



in p* 

oj vo 

in vo 

oj p- 

O rH 

O rH 

S3 



iH VO 

oo in 
o o 
o o 

as 



in o h 

r* o p- 

•4< *r co 

o oj ^ 

o oj n 

o o 



o in i 
o n i 
o o i 



in n o 

o vo K 

r» co 

m in * 

oj o OJ 

o o 

J U P- 

< *C o < 
<■# < 

. > - « : 

■ OJ VO 

i in in «■ 

' m i 



in o 

S3 



comoo^ujChojroojvo 
-vorHnojroornp-mooj 

lOHOVOHVOinrOCNVOOO 

too(ftHp*voeft{ftcoTi<coav 
lominrMinrHoiTfOHM 
tooHCNrj^f'tinvovop- 



ocovovocoojLnotj<oo 

S -HTj<O00HHQ0Tf^OC0 

Cftmrvjoj^rojr-mmmmr- 

-P*rH^inOnC0C0*J»fN)C003 

eftc*>(Minroo^ininNr-ioHVD 

VOmOOi-trHCOJOl^inVDVOVO 



■A 



Cft p» *f 
p- O P- 



VO VO 
CO (ft 

BJ 3 



mTfocop-^inoHCTtCft 

MP*xJiVDrHOO^P-OCft 

rHinvDinroootnr*Tj»co(ft 
HincMvovoooorooooovo 
rMnommmrOrHVOvop* 
oOHH(N(N^muriinin 

$$$$$$$$$$$ 



WO 01/22920 



1754 



PCTYUSOO/26524 



cd m 
rn cm 
CO o> 



VO CN CT* CM 

3: o r- 
in r- h 
t~» -HO 

I s (J\ rl > 

<T\ VD VO 



.as 



- CM 
CM <£. 



_ . _ vo - 
rfrfrfrnrfrfcM'tf 



O rn 

rH on 

o\ on 

vo m 

CM O 

00 o\ 



r- cm co m 

n o o o\ 

r- oo vo 

cn in 



id o 

m 

r- 

rM - 

CD CM 



553S3S3: 



H 00 

Oi r- 

rH tJI 

on r- 

vo oo 

r» oo 



m on cn o i 

n n in * i 

O O O CM ' 

n in m o\ i 

in m c- 

<n o to « i 



_ _ . o 

3533335 





n 


00 


H 


CM 


in 


O 


O 


oo 


in 


m 


3 


o 


(Tl 


r- 


r- 




00 


m 


<Tl 


m 


00 


m 


m 




rt 


vo 


00 




H 




U3 




rH 


VD 


rn 


rn 




in 


in 


cn 


*»< 


CM 


o 


o 






in 


M 


S 


«> 


O 


H 


o 


r- 


CT\ 


CM 


r- 


o> 


m 


00 


m 






r-t 


< 




in 


00 


o 


oo 


H 


m 


00 


CM 


00 


m 


VD 






CM 


V 






Tjt 


CM 


m 


m 




in 


in 


VO 


in 


vo 


r* 


CM 


CO 


00 


r* 






CM 


M 


H 


M 


H 


H 


M 


M 


M 


H 


H 




o 


r- 


H 




r- 


AJ 


< 


< 


< 




< 


< 


rtl 


< 


< 


«: 


1 


^ 
o 


^ 


< 


r* 
in 


r-t 
























r- 


r- 




r-i 


r» 




CD 


m 


00 


o 


n 


O 


r- 


CM 


vo 


or* 


CM 


3 


H 


<M 


in 


iH 


o 


O 


00 


ID 


H 


o 


in 


o 


in 


*r 




00 




< 


•O* 


Z 


Cti 


CM 


OO 


CO 


10 


00 


m 


cn 


CM 


00 


vo 


00 


VD 






in 






VD 


in 


ON 


r- 


t- 


CM 


r- 


H 


r- 


o 


in 


cn 






■* 






in 


r- 


CO 


vo 


in 


cn 


vo 


in 


rn 


H 


CO 


r- 






in 


cn 


r-t 




CM 


CM 


on 






in 


rH 


m 


VO 


vo 






ro 


\r> 


00 


VD 


CM 


H 


H 


H 


H 


H 


H 


H 


H 


H 


H 


M 


m 


m 


H 


CM 


t- 


, AJ 


< 


< 


<< 




*t 


*C 


< 


< 




41 




cr\ 

CM 

33 


T74 


rt! 


Til 


00 
O 


H 


m 


vo 


in 


CT» 


CM 


in 


CTl 


00 


o 


00 






rH 








O 


vo 


in 


vo 


H 


CM 


* 


in 


0\ 


00 


V0 






m 




S 




O 


00 


00 




VD 


0\ 


rH 


iH 


VO 


in 




H 


n 


in 


in 




00 


*r 


r- 


in 


ID 


rH 


GO 


cn 




on 


00 


rH 


UD 


H 


o 


CM 




CM 


r- 


oo 


m 


rn 




Ok 


■0* 


CM 


o 


rH 


00 


CM 


cn 


CM 




u> 


\o 


CN 


CM 


m 








H 


CM 


10 


CO 




cn 


H 


o 




r- 


r> 


M 


H 


H 




M 


H 


H 


H 


H 


H 




(N 


VO 






<Ti 


M 


< 






4 


< 


< 






< 




a 




1 


2 


rH 





iH00CMCT»lDr-lDCJ\ 

inr-iDi-tror-T)<m 
minr-r--tfvor-.m 
ooiDTpmiHmr-oo 
tj» m m co ur m tj< id 



^^•OOOrHinHI 
HHtSmOlHlDl*ll 

CMcr>ooocMcr>Oi 
rihinhwOMifii 
r-o\m<tvoo\fMO' 



cti r- vo m eo 

cfi in co ui r* 

o» r- vo oo tt 

in m ^ rn oo 

id oo in vo in 

rH o o in o 

§ S 5 5 S 



vo 



oo o in 

^ ^ o 

vo o in 

m o> r- 

rf oo H 

3 H < 



in in m cm in h 

vn rH r> oo m* oo cn 

vo cm vo r- o vo 

o o\ rn CTi cm oo 

VO CM rn 00 m oo i— I 

00 00 CM fM rH VD in 

H M <C M S M rf 

< < 3 < < < 3 



^* cm r> o cm in 

in co o in r* cn o 

ID CM 00 O O VO (M 

h ^ CI I s O CO f 

V0 CM CM CO CO 00 CM 

rH oo r> vo vo vo in 

3 <£ < M M M i ' 



CO O ON LD M 1 CN O 

rH ^« o r* h in ^< 

IflHBOrfHfO 

o o m r- ii» m m 

cn ^ co cm <J\ rn o\ 

h m o\ in ^ cm 

- as h ^ »J ^ ^ 



o\ o o in r- m cm 

H M h ft ^ H O 

m H <T> r* th in h 

o oo oo o in oo r- 

<m r* in h on vo o> 

rH 00 00 Cn H rO VO 

J rf H H S H H 

2 3 < rtl < < < 





cd 

0) 


MH 

0 4-1 

o 


ID 








CJ 






0) 


IM 

0 4-1 

0 




<Ti 


O 








u 




>* 




in 




(L) 


CM VH 


W 


Vh 






0 




-Q 




o U 






«r 4) XI 


4-» C/] 


<D 






E 








m CD 


T3 


3 


CM CD 




AJ 










TJ 




CN, cn 


(0 d> 




<U TJ 


0 C 


cd 




0) 


Vh 


Ctt 


0) 




CD 


A 




0 U C 




OJ 




X! 


0 




ja 




0 AJ 


rjl-H 


.Q 


4-> C CO* 


C 


h 




AJ 




cn 


■H 


JQ 


AJ C 


« r< 




■H 


•S i 


tn 






flj 




u 




■H 


-H U 


cd 


rH Ctl 






e 


c 


•H 


u 


cd 


H 


(0 (0 




(3 


AJ 0 


03 




0 


0 


CO 


10 






-H (U 


<w 


C rO £ 


-H J3 


■H 


H 






-H 




fj 


G cd 


u n 


0 


CD AJ 


01 (0 






«H 


CJ 


rl 


TJ 


0 


OJ 






O 00 O 


0 


J3 


+ 












(D to 


B v 


cd 


> -H J3 


a cd 






TJ 


cd 


I 


CD 


CO 


> -H 


0 u 


rH 


AJ 


0> 


(U 


cd 










rH 


JJ 


u c: 






0) 3 






TJ 


£ 


o 


a 




4) Xi 


0) 


1 




J5 TJ 


<U 


o 




0 




CD 




£} 


o) 3 




- 0) 


AJ'*H 




AJ 


rH 


•H 


01 


& 






o) tr o 


n m xj 


to 






CJ 


AJ 


<t) 




0 


U *f 


xi ai 


UH 


CD O S 


o <u 




rH 


X 


C 


TJ 


4) 


4-1 


4> O 


-H 0) 




01 rH 


AJ U 




CU 


<u 


0) 


■H 


to 




01 rH 


U 


rH 


D CM 




s 






> 


AJ 




rH 


OJ CM 


0 <u 


co 


AJ - rn 


tj eg 


cd 


& 


>t c 


O 


0) 


rd 


AJ •* 


O TJ 


u 


C O *r 


C T) 




0) 


rH 


•H 


CJ 


TJ 


rl 


c o 


rH H 


<D 


•H S -* 


O *H 










rH 


•H 


0) 


■h a 


U iJ 


C 


CM 


a aj 


m 


n 


cd 


AJ 


U 


AJ 






3 0 


<v 


>! Q 


n o 


o 


0 


>H 


c 




O 


0) 


>» p 




QIC H O 


0) OJ 


rH 




0) 


CJ 


& 


1) 


01 G H 






CO AJ 


M rH 


CM 


c 


iw 


0) 




rH 




cd 


rH U 


0) 


o 


v< o 






<U 


0> 


rH 


U 


CD 


o 


O 3 


Xi 


ai w in 


O 3 




2 




rt 


0 




xi 


CO W 




JJ 


-H CO rH 


U C 


§ 


AJ 




ft 


a 


C 


AJ 


-h cn 



WO 01/22920 



1755 



PCT/US00/26524 



o ^ 

< ON 



in 

r- r- 
in cm 



vo r- 

t-t ro 

CM oo 

co in 

in o 

oo o 

H O 



CN CO 

r- cn 

rO m 

co vo 



H ON 
(N CM 

rH 

oo in 
vo in 
on rO 

-S3 - 

co in « 

rH > U) I s 

« H U) H 

(M O ON CD m 

<D «) i) 1 N (M 

M if IB H O 

SSS3S 



in r- o o in 

ID tM * CO fO 
fl O O ^ Ol 



cn r- r* on 

O H ON ON O 

VO r*l CN 

r- ■cf (N ^ <n 



tt 3: m h rtj 

M U3 N H 00 

o to in * «> 

r*- r* n o\ h 

r- r- m r- 

CO N H CO n 

04 ON ON ON o 

ft. W H 

2 a < a 



t- h on r> 

co vo in 

H M N N 

in in o o 

m on vo o 

O H rH CN 

3 3 < H 

a *< < < 



*t> *t in r> 

O ON O ON 

\o in oo oo 

rH O fN ON 

*T O ON VO 

r- co in r> 

H H S H 



m 
o 
3: 

- - < 
vo oo 
on - 
n vo H 

H H 
ON O ON 

o r> t-t 

MHO) 

< < 

- -3 

CN NO 
VO Ol 
co oi vo 

CO VO CO 

m H n 
r- on 
h in 



oo 

H 

- - < 

vo t- 

VO - 

O CO H 

rH O V0 

VO CO ^ 

^4 00 ON 

« n m 

<t < Oi 
H 

- - < 

cn m 

O CN - 

^ ON VO 
ON ON ON 

on r» 
f w n 

Hi M O 

a < * 



in rH 

r> - in 

^ fN rH 

co m o 

r- on in 

(N 00 rH I 

m r- < i 

rt! <N < i 



rH fl 
CN n 
n in 



M n H 

on vo in 

«3< ON 

o 



rH VO 

CN VD 

in o 

in r- 



r- cn 

ON VO ^ - 

on -<* vo o 

ON o cn r- 

ON CN VO rH 

H fU ON m 

h m r- 

- < - < S3 

in 

■» VO - * 

CO M M if 

cn vo in *r 

i in r* in H 

i cn in r- 

i o rf co on 

I in < vo 04 

-5 -3 - 



ON ^ VO CN 

VO H CO ^J* 

<r h m in 

m co 



if CO H CO 

cn co o r- 

CN VO PI CN 

rH CO H O 

r* in r- vo 

VO O CN rH 



rO rH ON O O CO 

r» o o rH in r> 

CN (N m o r» 

in co r- cn o 

CO CN O CN ON VD 

h m co on *r 



in 



i in 



ON O 00 

co on in 

CN CO f-t 

co m vo 

33£3333 3 3'2233 



ON CN O O H 

o m t - vo 

n n ^ in o in 

in in on o vo cn 

m f- h on r- 

O Cl H 03 h O 

2S3SSS 



incNVooNr-^'pNininvoinvoM'r-cor.nr-icN 

COH^'OCOTl'CNr^H^r^HCOONOVOinrOCN 

oinONoor^t-voHinr-roocNt^tNrNii*^^ 
rir-ocNa>tNrHcoinr'COHco^»tnOTtio^r 
voin^ocNC^moomoN^ONrHroroor-^r- 
(Nor-nvocNOOVoin^jt\o-*voOf^ONOir 

HSHHHSrfrfHrlrfHHHrfHrfdH 



XI 4-1 CO 

0 «= 





JJ 


0 


n 


^< 


Xi 


•H 


X! 


-H 


rH 


JJ 


01 


CO 






0 


0 




XI 


+ 


XI 


a to 










cu 


OJ 


cd 


cu 


Q) 




pH 






xl 






o 




jj 




x; 


■p 


X! 




CO 








0 


CU 




rH 




jj 


r* 






ON 


TJ 


a 


an 


& 


rH 


d 






cu 


in 


0 


-rH 






CN 


a JJ 


^ 


u 




CO 


0 


o 


0 


0 


CU 


a) 


H 




JJ 


U 


rH 


CN 






U 


u 




rd 


in 


0 




O XJ 


rH 


U 


c 


55 





0 ~ -° 

Dl-H . 

V c u 

Pi -H O 

0 CO CD 

-H d) < 

tt) »H TJ 

13 &« 

O U i 

due 



4J <u 



, ft o _ 

•rH <U TJ 



cu a) 5 cd 

w in Sh 

CU Q) rH U 

u u o o . 

Cu o* a ti 



rd 


of 


«W 




ID 












cd 


of 


Vt-t 




ID 










0 












cu 




cu 




O 












CO 






o 








M 


>S JH 


r~ 






a 








ON 


!h 






Vh 






0 


x> 


cu 


in 


Vh 




w 


>H 






CN 


CU X) 


4-1 




<u 






B 




x: 


CO 


cu 


XI 


<j-i cn 


<u 






rH 


cn _ 


0 




JJ 








-o 


? 


rH 


01 




O 


JJ 








<U TJ 




c 


HJ 




cu 


u 


id oj 






cu 




d 


cd 






0 


s § 


CD 




<u 




X! 


0 


XI 




0 


JJ 


d 


CO -H 


<u 




XI 


JJ 


C 




VJ 




JJ 






xT 


JJ 


c 


rd 


d 


rl 




1 




-H 


o 




D> 








c u 






■H 




° 6 

-rH 3 


01 




rd 


H 


cd 


•H 


§ 






£ 




H CJ 


cd 


rH 




rd 










d 


JJ 


0 


ca 




O 


0 


CO CQ 






c 




JJ 0 


to 




4-1 


C 


rd x; 


•H 


X! 


-H 


H 


u 




•H OJ 




d 


rd 


XJ 


•H £ 


-rl 


rH 


0 


0) 


u 


m 


CQ 






m 


cu 




0 


CU 




JJ 


co ca 








<u 


co 0 


0 




XJ 


+ 




u 








to 


o 


O 


XI 


+ 


rd 




■H XI 


CL CD 










8 1 . 


»d 


s 


-H 


XI 


ft to 


OJ 


rd 


rH 


4J 




<U 


cu 


CO 


OJ 




0 o 




JJ 






OJ 




CD 


X> 0) 


CU 








TJ 


d 


u d 




cu 


rQ 


0J 


CD 3 






i 


X) 


Vh 


Xi 




cu 


0 




0 


0) 


1 


X) 




u 


XI TJ 


OJ 


O 


n 




- (U 


JJ 


-H 


x; 


JJ 


rH 


•H 


CO 3 


u 






CJ 


JJ -H 


XJ 


JJ 


o 


V-l 


in X! 




ca 






u 


JJ 


cu cr 


o 


lH 


VO 


■8 


CO 


? 




<4-l 


CD 


o S 


o 


<u 




rH 


X 


d 


TJ OJ 


«H 


cu 


o 




O OJ 




rH 




ON H 


JJ 


Vj 




cd 


CU 




•H CO 




cn h 




JJ u 


TJ 


rd 


rH 


OJ 


CN - 












? 


JJ 


rH 


cu 


CN 




TJ OJ 


d 


& 


nj 


4-> 


•• CN 




OJ 


* 


& 


d 


0 OJ 


rd 


jj 




rH 


rd 




M 


a 


O H 




13 




OJ 


rH 


•rl 


CU TJ 


u 


d 


S 


r- 


C TJ 




CU 


cu 


•H 


a m 


o 


-H 






XJ 




rH -H 


cu 


-rH 




00 


O -H 






c 




rH 


a jj 


in 


u 


rd 


JJ 


U JJ 


d 






rH 


Oj JJ 


VO 


u 


<u 




w 


0 


o 


0 


U 


d 


3 0 


OJ 






CO O 


o 


0 


01 


an 


M 0 


a> 


cu 


rH 




CU 


cu 


65 

rH U 


01 


d 


M 


0 


CU cu 


rH 




JJ 




rH 


CN 


d 


«4H 


CI) 




rd 




JJ 


U H 


CN 


d 


0) 




o 


u 


U 




nt 


cu 


CU 


a 




O 




Vh U 




id 


XJ 


CO 


w in 


0 


3 


O XI 


u 


u 


0 3 


x; 


CO 


w 


in 


O 3 


§ 


X! 


u 


*<H 


CO rH 


u 


C 




JJ 


CU 


& a c 


jj 


-H 


w 


rH 


o d 




jj 



WO 01/22920 



1756 



PCT/US00/26524 



AI806247, T97468, AA502505, H13072, 
H64964, T96890, T96889, R58859, 
AA677863, H95741, AA380214, AA040644, 

[94235, AI305B39, AA366448, AI743473, 
AA366209, R97096, AA502417, T81549, 
AA045294, AA976534, AA974771, 
AI922795, AA441989, AWL4B422, 
H13276, AA344621, N77074, AA713812, 
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AA573811, AA573823, 
AA573762, AA308533, 
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Preferably excluded from the 
present invention are one or more 
polynucleotides comprising a 
nucleotide sequence described by 
the general formula of a-b, where a 
is any integer between 1 to 12 95 of 
SEQ ID NO: 2 107, b is an integer of 
15 to 13 09, where both a and b 
correspond to the positions of 
nucleotide residues shown in SEQ ID 
NO: 2107, and where b is greater 
than or equal to a + 14 . 
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Polynucleotide and Polypeptide Variants 

The present invention is directed to variants of the polynucleotide sequence disclosed 
in SEQ ID NO:X, the complementary strand thereto, and/or the cDNA sequence contained in 
a deposited clone. 

5 The present invention also encompasses variants of the polypeptide sequence 

disclosed in SEQ ID NO:Y and/or encoded by a deposited clone. 

"Variant" refers to a polynucleotide or polypeptide differing from the polynucleotide 
or polypeptide of the present invention, but retaining essential properties thereof. Generally, 
variants are overall closely similar, and, in many regions, identical to the polynucleotide or 

10 polypeptide of the present invention. 

The present invention is also directed to nucleic acid molecules which comprise, or 
alternatively consist of, a nucleotide sequence which is at least 80%, 85%, 90%, 95%, 96%, 
97%, 98% or 99% identical to, for example, the nucleotide coding sequence in SEQ ID NO:X 
or the complementary strand thereto, the nucleotide coding sequence contained in a deposited 

15 cDNA clone or the complementary strand thereto, a nucleotide sequence encoding the 
polypeptide of SEQ ID NO:Y, a nucleotide sequence encoding the polypeptide encoded by 
the cDNA contained in a deposited clone, and/or polynucleotide fragments of any of these 
nucleic acid molecules (e.g., those fragments described herein). Polynucleotides which 
hybridize to these nucleic acid molecules under stringent hybridization conditions or 

20 alternatively, under lower stringency conditions are also encompassed by the invention, as are 
polypeptides encoded by these polynucleotides. 

The present invention is also directed to polypeptides which comprise, or alternatively 
consist of, an amino acid sequence which is at least 80%, 85%, 90%, 95%, 96%, 97%, 98%, 
99% or 100% identical to, for example, the polypeptide sequence shown in SEQ ID NO:Y, a 

25 polypeptide sequence encoded by SEQ ID NO:X or the complement thereof, the polypeptide 
sequence encoded by the cDNA contained in a deposited clone, and/or polypeptide fragments 
of any of these polypeptides (e.g., those fragments described herein). 

By a nucleic acid having a nucleotide sequence at least, for example, 95% "identical" 
to a reference nucleotide sequence of the present invention, it is intended that the nucleotide 

30 sequence of the nucleic acid is identical to the reference sequence except that the nucleotide 
sequence may include up to five point mutations per each 100 nucleotides of the reference 
nucleotide sequence encoding the polypeptide. In other words, to obtain a nucleic acid 
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having a nucleotide sequence at least 95% identical to a reference nucleotide sequence, up to 
5% of the nucleotides in the reference sequence may be deleted or substituted with another 
nucleotide, or a number of nucleotides up to 5% of the total nucleotides in the reference 
sequence may be inserted into the reference sequence. The query sequence may be an entire 
5 sequence shown in Table 1, the ORF (open reading frame), or any fragment specified as 
described herein. 

As a practical matter, whether any particular nucleic acid molecule or polypeptide is 
at least 80%, 85%, 90%, 95%, 96%, 97%, 98% or 99% identical to a nucleotide sequence of 
the presence invention can be determined conventionally using known computer programs. 

10 A preferred method for determining the best overall match between a query sequence (a 
sequence of the present invention) and a subject sequence, also referred to as a global 
sequence alignment, can be determined using the FASTDB computer program based on the 
algorithm of Brutlag et al. (Comp. App. Biosci. (1990) 6:237-245). In a sequence alignment 
the query and subject sequences are both DNA sequences. An RNA sequence can be 

15 compared by converting U's to T's. The result of said global sequence alignment is in 
percent identity. Preferred parameters used in a FASTDB alignment of DNA sequences to 
calculate percent identiy are: Matrix=Unitary, k-tuple=4, Mismatch Penalty=l, Joining 
Penalty=30, Randomization Group Length^), Cutoff Score=l, Gap Penalty=5, Gap Size 
Penalty 0.05, Window Size=500 or the lenght of the subject nucleotide sequence, whichever 

20 is shorter. 

If the subject sequence is shorter than the query sequence because of 5' or 3* 
deletions, not because of internal deletions, a manual correction must be made to the results. 
This is because the FASTDB program does not account for 5* and 3* truncations of the 
subject sequence when calculating percent identity. For subject sequences truncated at the 5' 

25 or 3' ends, relative to the query sequence, the percent identity is corrected by calculating the 
number of bases of the query sequence that are 5' and 3' of the subject sequence, which are 
not matched/aligned, as a percent of the total bases of the query sequence. Whether a 
nucleotide is matched/aligned is determined by results of the FASTDB sequence alignment. 
This percentage is then subtracted from the percent identity, calculated by the above 

30 FASTDB program using the specified parameters, to arrive at a final percent identity score. 
This corrected score is what is used for the purposes of the present invention. Only bases 
outside the 5' and 3' bases of the subject sequence, as displayed by the FASTDB alignment, 
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which are not matched/aligned with the query sequence, are calculated for the purposes of 
manually adjusting the percent identity score. 

For example, a 90 base subject sequence is aligned to a 100 base query sequence to 
determine percent identity. The deletions occur at the 5* end of the subject sequence and 
5 therefore, the FASTDB alignment does not show a matched/alignment of the first 1 0 bases at 
5' end. The 10 unpaired bases represent 10% of the sequence (number of bases at the 5' and 
3' ends not matched/total number of bases in the query sequence) so 10% is subtracted from 
the percent identity score calculated by the FASTDB program. If the remaining 90 bases 
were perfectly matched the final percent identity would be 90%. In another example, a 90 

10 base subject sequence is compared with a 100 base query sequence. This time the deletions 
are internal deletions so that there are no bases on the 5' or 3* of the subject sequence which 
are not matched/aligned with the query. In this case the percent identity calculated by 
FASTDB is not manually corrected. Once again, only bases 5* and 3' of the subject sequence 
which are not matched/aligned with the query sequence are manually corrected for. No other 

1 5 manual corrections are to made for the purposes of the present invention. 

By a polypeptide having an amino acid sequence at least, for example, 95% 
"identical" to a query amino acid sequence of the present invention, it is intended that the 
amino acid sequence of the subject polypeptide is identical to the query sequence except that 
the subject polypeptide sequence may include up to five amino acid alterations per each 100 

20 amino acids of the query amino acid sequence. In other words, to obtain a polypeptide 
having an amino acid sequence at least 95% identical to a query amino acid sequence, up to 
5% of the amino acid residues in the subject sequence may be inserted, deleted, (indels) or 
substituted with another amino acid. These alterations of the reference sequence may occur 
at the amino or carboxy terminal positions of the reference amino acid sequence or anywhere 

25 between those terminal positions, interspersed either individually among residues in the 
reference sequence or in one or more contiguous groups within the reference sequence. 

As a practical matter, whether any particular polypeptide is at least 80%, 85%, 90%, 
95%, 96%, 97%, 98% or 99% identical to, for instance, the amino acid sequences shown in 
Table 1 or a fragment thereof, or to the amino acid sequence encoded by the cDNA contained 

30 in a deposited clone or a fragment thereof, can be determined conventionally using known 
computer programs. A preferred method for determing the best overall match between a 
query sequence (a sequence of the present invention) and a subject sequence, also referred to 
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as a global sequence alignment, can be determined using the FASTDB computer program 
based on the algorithm of Brutlag et al. (Comp. App. Biosci.6:237- 245(1990)). In a 
sequence alignment the query and subject sequences are either both nucleotide sequences or 
both amino acid sequences. The result of said global sequence alignment is in percent 
5 identity. Preferred parameters used in a FASTDB amino acid alignment are: Matrix=PAM 
0, k-tuple=2, Mismatch Penalty=l, Joining Penalty=20, Randomization Group Length=0, 
Cutoff Score=l, Window Size=sequence length, Gap Penalty=5, Gap Size Penalty=0.05, 
Window Size=500 or the length of the subject amino acid sequence, whichever is shorter. 

If the subject sequence is shorter than the query sequence due to N- or C-terminal 

10 deletions, not because of internal deletions, a manual correction must be made to the results. 
This is because the FASTDB program does not account for N- and C-terminal truncations of 
the subject sequence when calculating global percent identity. For subject sequences 
truncated at the N- and C-termini, relative to the query sequence, the percent identity is 
corrected by calculating the number of residues of the query sequence that are N- and C- 

15 terminal of the subject sequence, which are not matched/aligned with a corresponding subject 
residue, as a percent of the total bases of the query sequence. Whether a residue is 
matched/aligned is determined by results of the FASTDB sequence alignment. This 
percentage is then subtracted from the percent identity, calculated by the above FASTDB 
program using the specified parameters, to arrive at a final percent identity score. This final 

20 percent identity score is what is used for the purposes of the present invention. Only residues 
to the N- and C-termini of the subject sequence, which are not matched/aligned with the 
query sequence, are considered for the purposes of manually adjusting the percent identity 
score. That is, only query residue positions outside the farthest N- and C- terminal residues 
of the subject sequence. 

25 For example, a 90 amino acid residue subject sequence is aligned with a 100 residue 

query sequence to determine percent identity. The deletion occurs at the N-terminus of the 
subject sequence and therefore, the FASTDB alignment does not show a matching/alignment 
of the first 10 residues at the N-terminus. The 10 unpaired residues represent 10% of the 
sequence (number of residues at the N- and C- termini not matched/total number of residues 

30 in the query sequence) so 10% is subtracted from the percent identity score calculated by the 
FASTDB program. If the remaining 90 residues were perfectly matched the final percent 
identity would be 90%. In another example, a 90 residue subject sequence is compared with 
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a 100 residue query sequence. This time the deletions are internal deletions so there are no 
residues at the N- or C-termini of the subject sequence which are not matched/aligned with 
the query. In this case the percent identity calculated by FASTDB is not manually corrected. 
Once again, only residue positions outside the N- and C-terminal ends of the subject 
5 sequence, as displayed in the FASTDB alignment, which are not matched/aligned with the 
query sequnce are manually corrected for. No other manual corrections are to made for the 
purposes of the present invention. 

The variants may contain alterations in the coding regions, non-coding regions, or 
both. Especially preferred are polynucleotide variants containing alterations which produce 

10 silent substitutions, additions, or deletions, but do not alter the properties or activities of the 
encoded polypeptide. Nucleotide variants produced by silent substitutions due to the 
degeneracy of the genetic code are preferred. Moreover, variants in which less than 50, less 
than 40, less than 30, less than 20, less than 10, or 5-50, 5-25, 5-10, 1-5, or 1-2 amino acids 
are substituted, deleted, or added in any combination are also preferred. Polynucleotide 

15 variants can be produced for a variety of reasons, e.g., to optimize codon expression for a 
particular host (change codons in the human mRNA to those preferred by a bacterial host 
such as E. coli). 

Naturally occurring variants are called "allelic variants," and refer to one of several 
alternate forms of a gene occupying a given locus on a chromosome of an organism. (Genes 

20 II, Lewin, B., ed., John Wiley & Sons, New York (1985).) These allelic variants can vary at 
either the polynucleotide and/or polypeptide level and are included in the present invention. 
Alternatively, non-naturally occurring variants may be produced by mutagenesis techniques 
or by direct synthesis. 

Using known methods of protein engineering and recombinant DNA technology, 

25 variants may be generated to improve or alter the characteristics of the polypeptides of the 
present invention. For instance, one or more amino acids can be deleted from the N-terminus 
or C-terminus of the colon cancer related polypeptides without substantial loss of biological 
function. The authors of Ron et al., J. Biol. Chem. 268: 2984-2988 (1993), reported variant 
KGF proteins having heparin binding activity even after deleting 3, 8, or 27 amino-terminal 

30 amino acid residues. Similarly, Interferon gamma exhibited up to ten times higher activity 
after deleting 8-10 amino acid residues from the carboxy terminus of this protein. (Dobeli et 
al., J. Biotechnology 7:199-216 (1988).) 
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Moreover, ample evidence demonstrates that variants often retain a biological activity 
similar to that of the naturally occurring protein. For example, Gayle and coworkers (J. Biol. 
Chem 268:22105-221 11 (1993)) conducted extensive mutational analysis of human cytokine 
IL-la. They used random mutagenesis to generate over 3,500 individual IL-la mutants that 
5 averaged 2.5 amino acid changes per variant over the entire length of the molecule. Multiple 
mutations were examined at every possible amino acid position. The investigators found that 
"[m]ost of the molecule could be altered with little effect on either [binding or biological 
activity]." (See, Abstract.) In fact, only 23 unique amino acid sequences, out of more than 
3,500 nucleotide sequences examined, produced a protein that significantly differed in 

1 0 activity from wild-type. 

Furthermore, even if deleting one or more amino acids from the N-terminus or C- 
terminus of a polypeptide results in modification or loss of one or more biological functions, 
other biological activities may still be retained. For example, the ability of a deletion variant 
to induce and/or to bind antibodies which recognize the secreted form will likely be retained 

15 when less than the majority of the residues of the secreted form are removed from the N- 
terminus or C-terminus. Whether a particular polypeptide lacking N- or C-terminal residues 
of a protein retains such immunogenic activities can readily be determined by routine 
methods described herein and otherwise known in the art. 

Thus, the invention further includes polypeptide variants which show substantial 

20 biological activity. Such variants include deletions, insertions, inversions, repeats, and 
substitutions selected according to general rules known in the art so as have little effect on 
activity. The present application is directed to nucleic acid molecules at least 80%, 85%, 
90%, 95%, 96%, 97%, 98% or 99% or 100% identical to the nucleic acid sequences disclosed 
herein, (e.g., encoding a polypeptide having the amino acid sequence of an N and/or C 

25 terminal deletion), irrespective of whether they encode a polypeptide having functional 
activity. This is because even where a particular nucleic acid molecule does not encode a 
polypeptide having functional activity, one of skill in the art would still know how to use the 
nucleic acid molecule, for instance, as a hybridization probe or a polymerase chain reaction 
(PCR) primer. Uses of the nucleic acid molecules of the present invention that do not encode 

30 a polypeptide having functional activity include, inter alia, (1) isolating a gene or allelic or 
splice variants thereof in a cDNA library; (2) in situ hybridization (e.g., "FISH") to 
metaphase chromosomal spreads to provide precise chromosomal location of the gene, as 



